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ihtroduction 


This  report  siimmarizes  research  conducted  on  the  contract 
DAMD17-88-8012  supported  by  USAMRDC,  over  the  past  three  years 
directed  towards  developing  antimicrobial  dermal  dressings  (ADDs^)  . 
The  dressings  consist  of  a  trilaminate  composed  of  an  outer  medical 
grade  polyurethane  fabric,  an  acrylic-based  pressure  sensitive 
adhesive,  and  an  antimicrobial  impregnated  polyurethane  laminate 
which  serves  as  a  controlled  drug  release  layer.  The  objectives  in 
developing  this  new  technology  have  been  to  create  a  medicated 
dressing  that  is: 

(1)  easily  applied  under  adverse  climatic  conditions, 

(2)  highly  compliant  and  abrasion  resistant  and 

(3)  allows  controlled  release  of  antimicrobial  agents  over  a 
seventy  two  hour  period  against  a  variety  of  microbial 
organisms. 

The  new  dressing  is  capable  of  incorporating  heat  labile 
antimicrobial  agents  and  releasing  them  in  a  controlled  fashion 
when  in  contact  with  the  wound.  This  was  made  possible  by  the 
development  of  a  room  temperature,  rapid  ultraviolet  (UV)  curable 
liquid  polyurethane  oligomer.  The  liquid  mixture  of  urethane  and 
drugs  is  cured  under  UV  lights  and  the  resultant  monolithic  film 
provides  controlled  release  of  the  agents  when  placed  on  the  wound. 
This  targeted  drug  delivery  minimizes  many  of  the  inherent  problems 
associated  with  conventional  systemic  drug  delivery. 


The  three  year  research  program  had  been  directed  towards 
development  of  dressings  which  would  be  effective  against  a  wide 
range  of  microorganisms.  Several  types  of  dressings  were  developed 
and  tested;  of  these,  two  types  of  dressings  were  chosen  for 
conducting  preliminary  shelf  stability  testing: 

(1)  a  dressing  containing  30%  chlorhexidine  gluconate;  and 

(2)  a  dual  loaded  dressing  containing  20%  silver  sulfadiazine  and 
10%  chlorhexidine  gluconate. 

Successful  completion  of  all  the  proposed  tasks  during  the 
course  of  the  three  years,  has  involved  making  the  base  oligomer, 
developing  fabrication  methods,  developing  methods  to  measure  the 
antimicrobial  agents,  monitoring  elution  kinetics,  optimizing  drug 
release  and  supplying  USAIDR  with  sterile  dressings  for  in  vivo 
evaluation  of  the  technology. 

The  work  resulted  in  the  development  of  new  techniques  for 
drug  analyses,  improved  fabrication  methods  for  sustained  release 
and  better  management  of  wound  healing.  Work  in  the  latter  portion 
of  the  contract  was  devoted  to  preliminary  shelf  stability  testing. 
The  final  formulations  were  subjected  to  accelerated  conditions  for 
six  months.  The  following  report  provides  a  detailed  description  of 
the  studies  carried  out  in  the  performance  of  this  program. 
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BACKGROUND 


The  study  of  the  environmental  conditions  under  which  the 
process  of  wound  healing  takes  place  is  relatively  recent.  The 
process  of  wound  repair  and  healing  was  known  to  consist  of  a 
chronological  sequence  of  events  (1) .  There  was  also  an  awareness 
that  an  open  wound  was  subject  to  the  threat  of  infection.  Early 
studies  showed  that  optimal  wound  healing  occurred  under  a  scab.  As 
a  result,  dressings  were  used  to  protect  the  wound  site  from 
bacterial  invasion  and  infection. 

Research  in  the  late  sixties  and  early  seventies  showed  that 
the  optimum  conditions  for  wound  healing  occurred  under  a  dressing 
that  maintained  a  moist  environment  (2).  The  development  of  the 
polyurethane  products  (a  temporary  artificial  skin)  for  wound 
dressings  arose  from  the  attempts  to  provide  a  moist  environment 
much  like  nature's  blister  (3) . 

Prior  to  the  studies  on  the  potential  effects  of  dressings  on 
the  wound  repair  process,  the  medical  community  had  thought  that 
the  surgical  dressing  mainly  absorbed  exudate,  cushioned  the  wound 
site,  and  hid  the  site  from  the  patient.  This  research  illustrated 
that  dressings  can  affect  the  response  to  the  wound  and  even  retard 
healing  through  dehydration  or  tissue  damage  during  removal. 
Dressings  can  optimize  epithelialization,  reduce  pain  (which  is 
associated  with  wound  dehydration) ,  and  minimize  local 
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inf  lanmiation.  The  dressings  impregnated  with  drugs  can  also  deliver 
medication  (4) . 

Optimal  wound  healing  occurs  when  the  dressing  material 
strikes  a  balance  between  dehydration  and  maceration  (which  results 
from  acciimulation  of  excess  exudate) .  In  addition  to  stimulating 
pain,  dehydration  leads  to  desiccation  and  cell  death,  undermining 
epithelial  movement  and  wound  closure.  Prevention  of  dehydration 
can  minimize  eschar  formation  and  inflammatory  response. 
Maceration,  which  is  stimulated  by  excess  fluids  and  debris,  is 
often  accompanied  by  bacterial  proliferation  which  retards  the 
wound  healing  process  (5) . 

Currently  available  wound  dressings  are  primarily  limited  to 
gauze  pressure  bandages.  These  materials  have  minimal  beneficial 
characteristics.  The  dressing  materials  function  as  simple 
coverings  that  are  not  impervious  to  microorganisms,  thereby 
providing  little  protection  from  infection.  By  being  absorbent, 
these  dressings  may  desiccate  the  wound  thus  delaying  healing.  The 
material  absorbed  into  the  dressing  may  provide  an  ideal  substrate 
for  supporting  microbial  growth.  These  materials  may  also  provide 
a  mild  degree  of  hemostasis  via  the  application  of  pressure. 
However,  pressure  must  be  maintained  for  long  periods. 

The  desired  balance  between  dehydration  and  maceration  has  had 
a  direct  impact  on  the  development  of  synthetic  dressings.  The 
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moist  healing  environment  (to  counter  dehydration)  has  been  the 
primary  goal  of  materials  development.  Permeability  to  vapor  (to 
counter  maceration)  has  been  an  influential  factor  in  the 
development  of  most  of  the  materials. 

One  of  the  most  successful  commercial  dressing  for  split-skin 
graft  donor  sites  and  burn  care  is  Op-Site*  (Smith  &  Nephew)  .  Op- 
Site  is  a  polyether-based,  moisture- vapor  permeable  polyurethane 
membrane  compounded  with  silica  gel.  The  polyurethane  membrane  is 
hydrophilic,  and  is  coated  at  the  edges  with  a  polyvinyl  ethyl 
ether  adhesive  (6)  .  Op-site  has  been  shown  to  offer  significant 
advantages  over  conventional  dressings  in  the  management  of 
superficial  injuries,  split-skin  graft  donor  sites,  and  burn  sites 
(6): 

A)  the  hydrophilic  polyurethane  dressing  protects  wounds  from  bac¬ 
terial  contamination,  while  providing  a  suitable  environment  for 
rapid  wound  healing; 

B)  patients  seem  more  comfortable  with  the  polyurethane  dressing 
than  with  standard  bandages;  and 

C)  rapid  healing  is  produced  by  enhancement  of  re-epithelialization 
through  increased  mitotic  division  and  migration  of  epidermal 
cells. 

However,  Op-Site  has  several  disadvantages: 

1)  it  is  not  amenable  for  self  application; 

2)  it  adheres  tenaciously  to  both  intact  skin  and  the  scab.  During 
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removal,  not  only  is  the  patient  subjected  to  acute  localized  pain, 
but  the  wound  site  frequently  starts  rebleeding  when  the  scab  is 
forcibly  disturbed;  and 
3)  it  is  non-medicated . 

The  new  wound  dressing  developed  at  TCI  is  a  self -adherent, 
medicated  dressing  capable  of  being  applied  to  the  wound  by  the 
injured  individual.  This  wound  dressing  is  fabricated  from  a  UV 
curable  polyurethane  and  can  incorporate  antibiotics  or 
antimicrobials.  The  release  of  drugs  from  the  dressings  is 
controlled  to  last  at  least  72  hours.  Figure  1  illustrates  a  cross 
section  of  the  TCI  Antimicrobial  Dermal  Dressing  (ADD) ,  showing  the 
liner  reflected  back,  exposing  the  antimicrobial  loaded  controlled 
release  layer.  The  backing  material  is  made  of  a  flexible,  nylon 
reinforced  semi-permeable  polyurethane  membrane. 
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SUMMARY  OF  WORK  PERFORMED 


The  research  was  performed  as  tasks  over  the  three  years  of 
the  contract.  The  several  tasks  performed  during  each  year  are 
briefly  described  here. 

A  major  task  for  Year  1  was  the  synthesis  and  manufacture  of 
the  UV  curable  polyurethane  oligomer.  The  vinyl  terminated  urethane 
oligomer  was  synthesized  from  three  reactants:  isophorone 
diisocyanate,  polypropylene  glycol  and  hydroxyethyl  methacrylate. 
The  photo initiator  was  added  to  this  finished  product  to  produce 
the  UV  curable  property.  Once  the  formulation  was  identified,  ample 
quantities  of  the  oligomer  were  produced  at  the  beginning  of  each 
contract  year  to  complete  the  work  load. 

The  wound  dressings  tested  in  vivo,  on  guinea  pigs  at  USAIDR 
laboratories  exhibited  a  tendency  to  adhere  to  the  wound.  Removal 
often  resulted  in  the  dislodging  of  blood  clots  and  bleeding. 
However,  the  use  of  a  silicone  g\m  or  fluid  in  the  dressing  helped 
to  prevent  this  adhesion.  The  silicone  fluid  when  incorporated  into 
the  oligomer  migrated  to  the  surface  and  formed  a  nonadhesive  film 
which  facilitated  easy  removal  of  the  dressing.  The  purpose  of  task 
2  was  to  identify  the  loading  of  silicone  fluid  in  the  oligomer 
required  to  prevent  adhesion  to  the  wound.  Various  levels  of  low 
viscosity  medical  grade  silicone  fluid  (Dow  Corning  DCO  200) 
ranging  from  2%  to  5%  by  weight  were  incorporated  into  the 
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oligomer.  The  results  of  the  ensuing  tests  demonstrated  that  the 
2%  load  of  silicone  fluid  was  sufficient  to  provide  the  adequate 
degree  of  release  (7)  . 

The  dressing  is  attached  to  the  skin  by  means  of  an  adhesive. 
The  selection  of  this  adhesive  was  based  upon  several  factors 
namely : 

(1)  adhesivity  to  skin 

(2)  cohesive  strength 

( 3 )  shear  strength 

(4)  irritancy  and 

(5)  shelf  stability. 

Thirty  dressings  incorporating  varying  quantities  of  silicone  were 
tested  for  adhesive  characteristics  by  USAIDR  and  these  results 
were  reported  (7) . 

Wound  dressings  should  allow  the  permeation  of  gases  but  at 
the  same  time  provide  a  moisture  barrier.  The  backing  material  used 
to  fabricate  the  wound  dressing  was  tested  for  its  permeation 
characteristics  and  these  results  were  reported  (7) . 

The  next  phase  in  the  development  of  the  wound  dressing  was 
the  incorporation  of  suitable  antimicrobial  agents.  Two 
antibiotics,  gentamicin  sulfate  and  clindamycin  phosphate  were  the 
initial  drugs  of  choice.  These  two  antibiotics  were  incorporated 
into  the  oligomer  and  fabricated  into  dressings.  These  dressings 
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were  tested  for  release  kinetics  in  vitro  using  Franz  diffusion 
cells.  Methodology  was  developed  for  the  analysis  of  each 
antibiotic.  The  maximal  loading  was  established,  and  the  dressings 
incorporating  this  load  were  tested  by  USAIDR  in  vivo  to  establish 
efficacy  parameters  under  task  5. 

Eleven  tasks  were  successfully  completed  during  the  second 
year.  Task  1  of  Year  2  focused  on  optimizing  the  release  of  the 
antibiotics  from  the  dressing  as  well  as  adhesion  to  the  skin. 
Several  innovative  techniques  were  utilized  to  optimize  the 
efficiency  of  the  wound  dressing  namely: 

(1)  improve  dispersion  of  the  drugs  in  the  matrix 

(2)  increasing  the  potency  of  the  antibiotics 

(3)  increasing  contact  surface  area 

(4)  increasing  hydrophilicity  and 

(5)  increasing  the  thickness  of  the  dressing. 

These  techniques  were  evaluated  in  vitro  and  the  optimized 
dressings  were  tested  at  USAIDR  (8) . 

The  adhesive  tested  in  Year  1,  though  very  aggressive  on  dry 
skin,  was  not  effective  on  moist  or  wet  surfaces.  The  adhesive  had 
to  adhere  to  moist  skin,  since  the  wound  dressing  was  required  to 
be  used  under  all  climatic  conditions.  Several  types  of  adhesives 
were  tested  for  their  wet  and  dry  strength  and  a  suitable  candidate 
was  chosen  (8) .  This  adhesive  was  used  for  all  subsequent 
formulations  tested  by  USAIDR. 
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Dressings  incorporating  several  different  formulas  were 
fabricated  and  tested  at  TCI.  The  in  vitro  tests  resulted  in  the 
development  of  new  and/or  modified  analytical  techniques  for  the 
analysis  of  the  antibiotics  (8) .  Five  formulations  incorporating 
gentamicin  sulfate  and  clindamycin  phosphate  were  fabricated  for 
testing  in  vivo  at  the  USAIDR  facility  in  Maryland.  These  dressings 
were  also  extracted  for  residual  drug  content  after  application  on 
wounded  guinea  pigs. 

The  antibiotics  used  in  the  wound  dressings  are  very  potent. 
However,  these  agents  are  specific  in  their  bacteriocidal  action 
and  have  no  activity  against  fungi.  The  in  vivo  tests  conducted  on 
guinea  pigs  demonstrated  the  specific  spectrum  of  activity  of  each 
antibiotic.  The  specificity  limited  the  use  of  these  drugs  as 
universal  candidates  for  dressings.  Hence  the  shelf  stability  of 
the  dressings  incorporating  these  antibiotics  was  not  assessed. 

Other  suitable  agents  had  to  be  chosen  for  incorporation  into 
the  dressing  matrix.  A  candidate  of  choice  was  chlorhexidine 
gluconate,  a  wide  spectrum  antimicrobial  solution  with 
bacteriocidal  and  fungicidal  properties.  Lyophilization  techniques 
assisted  the  incorporation  of  this  drug  into  the  polymer  matrix. 
The  effective  use  of  formulating  principles  optimized  the  release 
of  chlorhexidine  gluconate  from  the  dressing  (9)  .  In  vitro 
microbiological  plate  assays  helped  demonstrate  the  efficacy  of 
these  dressings.  Five  formulations  incorporating  lyophilized 
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chlorhexidlne  gluconate  were  tested  on  guinea  pigs  by  USAIDR.  The 
optimal  formulation  was  selected  for  testing  shelf  life. 

Microbiological  plate  tests  are  a  useful  tool  in  establishing 
the  effectiveness  of  an  antimicrobial  agent  against  specific 
strains  of  microorganisms.  These  techniques  were  employed  to  select 
an  agent,  or  a  combination  of  agents,  for  incorporation  into  the 
wound  dressing  to  combat  a  broader  microbial  spectrum  (9) . 

Based  on  the  microbiological  plate  tests,  a  dually  loaded 
dressing  incorporating  silver  sulfadiazine  and  chlorhexidine 
gluconate  was  selected,  as  well  as  a  triple  loaded  combination 
incorporating  these  two  agents  along  with  clindamycin  phosphate. 
The  agents  were  successfully  incorporated  into  the  polymer  and 
prepared  for  subsequent  testing. 

The  successful  development  of  several  prototype  formulations 
resulted  in  the  initiation  of  the  last  phase  of  the  contract.  Two 
prototype  formulations  were  selected  and  the  exploratory  shelf 
stability  studies  performed.  The  shelf  stability  was  performed 
under  accelerated  conditions  so  that  a  reasonable  prediction  of 
shelf  life  could  be  obtained. 


12 


EXPLORATORY  SHELF  STABILITY  STUDIES 


Degradative  chemical  reactions  in  formulations  take  place  at 
definitive  rates.  They  depend  on  such  conditions  as  concentration 
of  reactants,  temperature,  pH,  radiation,  etc.  An  effective  and 
efficient  study  of  these  reactions  by  the  application  of 
physicochemical  principles  has  made  it  possible  to  predict  the 
stability  of  a  drug  product  at  normal  shelf  storage  conditions  from 
drug  products  stored  under  exaggerated  conditions. 

The  evaluation  of  temperature  dependency  of  a  formulated 
product  is  useful  to  determine  the  rate  of  degradation.  This 
permits  the  prediction  of  stability  for  the  product  at  ordinary 
shelf  temperatures  from  accelerated  conditions.  The  most  commonly 
used  method  for  expressing  the  influence  of  temperature  on  chemical 
reaction  is  the  relationship  proposed  by  Arrhenius  (10) . 

The  utility  of  the  temperature  dependency  relationship  depends 
on  the  controlling  mechanism  of  the  degradation  process.  In 
solutions,  there  is  a  considerable  change  in  the  heat  of  reactions 
at  elevated  temperatures.  This  makes  the  mathematical  prediction 
very  reliable.  On  the  other  hand,  where  the  heat  of  activation  is 
very  small,  the  effect  of  temperature  is  negligible  and  use  of  the 
Arrhenius  predictions  can  be  erroneous. 

Graphic  methods,  based  on  the  Arrhenius  principles  are  more 
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simplistic  and  can  be  used  under  a  wide  range  of  conditions. 
Several  graphic  techniques  have  been  employed  to  predict  the 
breakdown  that  may  occur  over  prolonged  periods  of  storage  at 
normal  shelf  conditions  (11) .  One  of  the  popular  methods  plots  the 
fractional  life  period  or  the  time  required  for  the  drug  to 
decompose  to  a  fraction  of  the  original  potency,  versus  the 
reciprocal  of  the  absolute  (K)  temperatures.  The  time  for  the 
degradation  or  reduction  in  concentration  at  several  temperatures 
to  reach  a  predetermined  theoretical  potency  is  noted.  These  log 
time  values  at  several  temperatures  are  plotted  and  the  time  for 
the  concentration  to  reach  this  point  at  room  temperature  can  be 
obtained  from  the  resulting  straight  line  by  extrapolation. 

The  performance  of  the  tasks  during  the  three  years  of  the 
contract  resulted  in  the  development  of  two  prototype  formulations. 
The  final  phase  of  the  program  was  initiated  after  the  prototype 
formulations  were  selected.  This  phase  required  the  manufacture  and 
fabrication  of  large  quantities  of  ADOS'.  The  batch  sizes  for  tasks 
VI  and  X  had  to  be  3  to  4  times  larger  than  the  batch  sizes  for 
tasks  IV  and  VIII.  Five  hundred  ADDs'  each,  of  30%  loaded 
chlorhexidine  gluconate  as  well  as  the  dual  combination  containing 
20%  silver  sulfadiazine  and  10%  chlorhexidine  gluconate  were 
fabricated,  hermetically  packaged  and  sterilized  by  radiation 
techniques.  An  exploratory  stability  study  was  performed  on  these 
prototype  ADDs' .  A  group  of  forty-eight  randomly  sampled  ADD's  from 
each  of  the  two  prototype  formulations  were  placed  under  each  of 
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the  five  conditions  specified  below: 

(1)  45®  C,  90%  R.H, 

(2)  38®  C,  90%  R.H, 

( 3 )  Room  Temperature 

(4)  23®  C,  under  water, 

(5)  -40®  C. 

The  dressings  from  each  of  these  two  batches  (Batch  Nos.  008081- 
PDDSl  -  30%  chlorhexidine  gluconate  and  010181-PDDS2  -  20%  silver 
sulfadiazine  and  10%  chlorhexidine  gluconate)  were  tested  for  in 
vivo  efficacy  by  USAIOR  at  the  beginning  of  the  six  month  period  to 
establish  baseline  parameters.  The  in  vitro  testing  was  performed 
every  two  months  for  six  months  for  each  of  the  ADDs'  and  the 
results  of  these  tests  are  reported  here.  At  the  end  of  the  six 
month  period,  the  dressings  exposed  to  the  several  conditions  were 
delivered  to  USAIDR  for  in  vivo  evaluation. 

1.  Chlorhexidine  gluconate  AOOs' 

The  chlorhexidine  gluconate  ADDs'  incorporated  30%  lyophilized 
chlorhexidine  gluconate  powder  in  the  polymer  matrix.  The  stability 
of  these  chlorhexidine  gluconate  ADD's  was  determined  using  two 
methods : 

1.  analyzing  the  drug  for  the  presence  of  p-chloroaniline 
(PCA)  a  degradation  product,  and 

2.  measuring  the  maximum  amount  of  chlorhexidine  gluconate 
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eluted  from  the  ADD's  over  72  hours. 

The  second  method  for  determining  storage  stability  involves  an 
analysis  of  elution  data  acquired  from  ADD's  removed  from  each  of 
the  storage  conditions.  The  elution  kinetics  were  recorded 
documenting  the  initial  time  point  (t  =*  0)  for  the  samples 
undergoing  accelerated  shelf  stability.  The  elution  kinetics  of  the 
samples  subjected  to  the  accelerated  conditions  at  the  2,  4  and  6 
month  intervals  were  then  compared  to  the  samples  at  time  t  =  0. 

2.  Dual  Loaded  ADDs' 

The  dual  loaded  ADDs'  incorporated  20%  micronized  silver 
sulfadiazine  and  10%  lyophilized  chlorhexidine  gluconate  in  the 
polymer  matrix.  The  stability  of  theue  ADDS'  was  determined  for 
each  of  the  two  antimicrobial  agents  separately.  The  stability 
profile  of  the  lyophilized  chlorhexidine  gluconate  was  determined 
by  the  methods  used  for  the  single  loaded  ADD  incorporating 
chlorhexidine  gluconate.  The  silver  sulfadiazine  concentration  in 
the  ADDS'  was  determined  by  the  drug  elution  rate  profiles  (9)  . 
This  HPLC  assay  is  the  only  method  available  for  the  determination 
of  silver  sulfadiazine,  though  it  does  not  determine  the 
concentration  of  free  silver  caused  by  drug  degradation.  However, 
silver  sulfadiazine  has  been  shown  to  be  stable  for  at  least  two 
years  in  the  solid  state  (12). 
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Results 


1.  Chlorhexidine  gluconate  ADDs' 

The  chlorhexidine  gluconate  ADD's  were  subjected  to  quality 
control  tests.  The  accelerated  stability  tests  conducted  showed 
that  chlorhexidine  gluconate  is  stable  even  when  stored  at  45°  C  for 
six  months.  Results  of  the  assay  showed  p-chloroaniline  to  be  under 
10  mcg/ml;  Figure  2  represents  a  chromatogram  depicting  this 
result.  Figure  3  represents  a  chromatogram  of  a  1000  mcg/ml 
chlorhexidine  gluconate  standard  spiked  with  p-chloroaniline.  A 
comparison  of  these  two  chromatograms  confirmed  that  chlorhexidine 
gluconate  stored  at  45°  C  for  six  months  exhibits  very  little 
degradation  products;  the  maximum  PCA  recorded  was  less  than  10 
mcg/ml. 

The  chlorhexidine  dressings  exhibited  efficacy  in  the 
microbiological  zone  of  inhibition  testing  and  complied  to  the 
sterility  tests  at  the  end  of  the  six  (6)  month  storage  period; 
these  results  along  with  the  certificate  of  analysis,  are  appended 
(Appendix  II) . 

The  baseline  release  profile  (t  =  0)  of  the  chlorhexidine 
AOD's  is  shown  in  Figure  4.  Figures  5,  6  and  7  illustrate  data 
obtained  for  the  ADD  samples  subjected  to  the  accelerated 
conditions  (-40°  c,  23°  c  under  water,  ambient,  38°  C  and  45°  C)  at 
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2,  4  and  6  month  intervals  respectively.  The  tabulated  results  for 
the  dressings  are  summarized  in  Appendix  III. 
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2.  Chromatogram  of  Lyophilized  Chlorhexidine  Gluconate 
at  45‘’C  for  Six  Months 
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Figure  3.  Chromatogram  of  Chlorhexidine  Gluconate  Standard  (lOOO 
mcg/ml)  Spiked  with  p-chloroaniline  (50  mcg/ml) . 
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Figure  4.  Release  Profile  of  30%  Chlorhexidine  Gluconate  ADD's 
After  E-beam  Sterilization.  Stability  Samples  at  Time  t  =  0. 
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Figure  5.  Release  Profile  of  30%  Chlorhexidine  Gluconate  ADDs' 
Subjected  to  Accelerated  Storage  Conditions  at  2  months. 
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2.  Dual  Loaded  ADDs' 


The  dual  loaded  ADDs'  were  subjected  to  various  tests  in  the 
laboratory  (9)  .  The  ADDs'  subjected  to  higher  temperatures  were 
noticeably  dark  in  color  on  visual  inspection.  The  elution  rates 
for  the  silver  sulfadiazine  portion  was  also  higher.  However,  the 
chromatographic  analysis  of  the  eluates  demonstrated  no  detectable 
degradation  of  the  chlorhexidine  gluconate  content.  Figures  8  and 
9-  illustrates  the  baseline  release  profiles  for  the  dual  loaded 
ADO'S  at  time  t  =  0,  for  chlorhexidine  gluconate  and  silver 
sulfadiazine  respectively. 

Figures  10,  12  and  14  illustrate  the  elution  profiles  of 
chlorhexidine  gluconate  from  the  ADDs'  at  2,  4  and  6  month 
intervals.  Figures  11,  13  and  15  illustrate  the  elution  rate 
profiles  for  the  silver  sulfadiazine  from  the  dual  loaded  ADDs'  at 
2,  4  and  6  month  periods.  The  tabulated  results  are  included  in  the 
Appendix. 
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Figure  8.  Release  Profile  of  Chlorhexidine  Gluconate  from  the 
Dual  Loaded  ADDs^  at  t  =  0. 
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Figure  9.  Release  Profile  of  Silver  Sulfadiazine  from  the  Dual 
Loaded  ADDs'  at  t  =  0. 
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Figure  15.  Release  Profile  of  Silver  Sulfadiazine  from  the  Dual 
Loaded  ADOs'  at  t  =  6  months. 


33 


Discussion 


The  chemical  stability  of  chlorhexidine  gluconate  was  tested 
using  chromatographic  techniques.  Chlorhexidine  gluconate  was  found 
to  be  99.5%  stable  even  when  stored  at  high  temperatures.  Since  the 
degradation  reaction  was  negligible,  the  release  of  the  drug  from 
the  polymer  matrix  over  a  period  of  time  became  the  determining 
factor . 

The  graphical  method  was  adopted  for  predicting  the  shelf 
stability  of  chlorhexidine  gluconate  ADDs'.  It  was  hypothesized 
that  to  demonstrate  in  vivo  efficacy,  the  in  vitro  release  profile 
of  the  ADD  should  show  at  least  3000  mcg/sq.  cm.  after  72  hours. 
This  was  considered  to  be  the  minimum  effective  concentration  (MEC) 
of  the  drug  to  be  released  in  vitro,  for  the  ADDs'  to  be  effective 
in  vivo.  This  was  determined  from  the  in  vivo  trials  conducted 
earlier  (9)  .  The  6  mil  thick  dressing  (Formulation  2)  demonstrated 
effectiveness  when  tested  on  guinea  pigs.  This  dressing  released 
approximately  3000  micrograms /sq.  cm.  in  72  hours  or  about  64%  of 
the  12  mil  dressing  tested  for  shelf  stability  (Figure  16) .  This  in 
vitro  release  profile  of  the  6  mil  thick  ADD  (or  64%  of  12  mil 
samples  at  t  =  0)  was  used  as  the  MEC  of  the  drug  to  be  released 
from  the  dressing. 

The  elution  profiles  of  the  ADDS'  subjected  to  the  varying 
storage  temperatures  at  periodic  intervals  were  then  plotted 
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(Figures  4,  5,  6  &  7).  Figure  17  compares  the  elution  rates  of  the 
ADD'S  at  t  =  0,  to  those  stored  at  45°C  and  -40°C  for  2,  4  and  6 
months.  The  ADD's  stored  at  -40“c  show  no  change  in  the  elution 
rates  over  the  control  (t  =  0).  The  ADD's  stored  at  elevated 
temperatures  (45°C)  ,  show  a  decrease  in  the  elution  rates.  The 
logarithmic  percent  of  the  cximulative  amount  of  the  drug  released 
from  the  ADDs'  compared  with  those  of  the  ADDs'  at  time  t  =  0,  was 
plotted  against  time  in  days  (Figures  18,  19,  20  and  21).  The  time 
for  the  concentration  to  fall  to  3000  micrograms  per  square 
centimeter  of  the  original  concentration  was  then  read  from  the 
graphs  generated  using  trend  analysis  of  Harvard  Graphics  software 
program.  The  log  time  to  3000  mcg/cm^  was  then  plotted  against  1/T, 
and  the  extrapolation  from  25®C  (3.36  x  10^)  to  the  time  (Y  axis) 
predicts  the  shelf  life  of  the  product  in  days  (Figure  22)  .  The 
shelf  life  of  the  ADDs'  stored  under  normal  conditions  was 
estimated  to  be  about  800  days  or  over  two  years. 
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Figure  16.  Drug  Elution  Profile  of  30%  Chlorhexidine  Gluconate 
ADDS'-  6  and  12  mils  thick;  Formulation  2  and  5. 
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Figure  17.  Elution  Rates  for  the  30%  Chlorhexidine  Gluconate 
ADD'S  at  t  =  0  and  Stored  at  the  Temperature  Extremes  (-40°C  and 
45°C)  for  2,  4  and  6  Months. 
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Figure  18.  Shelf  Stability  Prediction  for  Chlorhexidine  Gluconate 
ADDS';  Plot  of  Log  Percent  Drug  Released  Versus  Time  in  Days  for 
Samples  Stored  at  4  5°C. 
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Figure  19.  Shelf  Stability  Prediction  for  Chlorhexidine  Gluconate 
ADDS';  Plot  of  Log  Percent  Drug  Released  Versus  Time  in  Days  for 
Samples  Stored  at  38°C. 
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Figure  20.  Shelf  Stability  Prediction  for  Chlorhexidine  Gluconate 
ADDS';  Plot  of  Log  Percent  Drug  Released  Versus  Time  in  Days  for 
Samples  Stored  at  -40°C. 
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Figure  21.  Shelf  Stability  Prediction  for  Chlorhexidine  Gluconate 
ADDS' ;  Plot  of  Log  Percent  Drug  Released  Versus  Time  in  Days  for 
Samples  Stored  at  23°C  Under  Water. 


41 


2000 


Days  (log  scale) 


2000 


30/CHX 


3.36 


4.29 


Temperatureil/K  x  1000) 


Trend  Analysis 


Figure  22.  Shelf  Stability  Prediction  for  Chlorhexidine  Gluconate 
ADDS'  Stored  Under  Normal  Shelf  Conditions. 


The  analysis  of  the  elution  samples  for  the  30%  loaded 
chlorhexidine  gluconate  ADD's  did  not  show  any  detectable  amount  of 
PCA.  The  same  HPLC  methodology  was  used  to  predict  the  shelf  life 
of  chlorhexidine  gluconate  in  the  dual  loaded  ADDs'.  The  dual 
loaded  AODs'  incorporated  only  10%  of  the  lyophilized  powder  and 
HPLC  analysis  indicated  these  were  also  free  of  degradation 
products . 

The  physical  examination  of  dual  loaded  ADDs^  subjected  to 
high  temperatures  showed  a  discoloration  of  the  dressing.  The 
chromatographic  analysis  of  the  eluates  did  not  show  any 
degradation  products  for  chlorhexidine  gluconate.  Mixtures  of  the 
drug  powders  were  subjected  to  the  same  temperature  conditions  and 
analyzed  by  HPLC.  This  analysis  showed  the  concentrations  of  both 
drugs  remained  constant  which  indicates  the  absence  of  any 
interactive  product. 

The  silver  sulfadiazine  elution  curves  for  every  condition 
showed  an  overall  increase  from  the  original  value  at  t  =  0.  The 
Increase  in  the  concentration  of  silver  sulfadiazine  in  the  elution 
samples  for  the  dual  loaded  ADDs'  is  attributable  to  its  solubility 
in  the  L62  excipient.  Elevated  temperature  increases  the  rate  at 
which  the  drug  reaches  the  saturation  concentration.  This  is 
demonstrated  by  the  increase  in  the  elution  rate  of  silver 
sulfadiazine  stored  at  38  and  45^c  (Figures  ll,  13  and  15). 
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The  ADD'S  subjected  to  the  elevated  temperatures  turned  dark 
brown  in  the  island  portion  of  the  dressing.  The  in  vitro 
microbiological  zone  of  inhibition  tests  showed  the  efficacy  of  the 
dressings  stored  at  elevated  conditions.  Also,  literature  states 
that  the  microbiological  activity  and  efficacy  of  silver 
sulfadiazine  is  not  compromised  by  strong  color  formation.  Silver 
sulfadiazine  in  the  solid  state  turns  slightly  yellow  within  one 
day  upon  exposure  to  light  and  remains  in  that  state  for  at  least 
two  years.  The  extent  of  color  formation  increases  with  rise  in 
temperature,  but  with  no  changes  in  silver  and  sulfadiazine  content 
(12). 


The  graphical  method  used  for  predicting  shelf  life  of 
chlorhexidine  gluconate  ADD's  is  dependant  on  the  decrease  in 
elution  rates  over  time.  This  method  is  applicable  for  the  elution 
rate  of  chlorhexidine  gluconate  in  the  dual  loaded  ADD's.  However, 
the  elution  rate  of  silver  sulfadiazine  increases  over  time  at 
elevated  temperatures  and  the  graphical  prediction  would  show  an 
infinite  shelf  life. 

A  dual  loaded  ADD  incorporating  10%  chlorhexidine  gluconate 
should  demonstrate  an  acceptable  shelf  life,  since  the  30% 
chlorhexidine  gluconate  ADD  demonstrated  a  two  year  shelf  life 
without  any  indication  of  degradation.  This  is  verified  by  the 
elution  data  previously  given  where  no  appreciable  decrease  in  the 
amount  of  drug  eluted  can  be  ascertained.  The  elution  rate  of 
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silver  sulfadiazine  from  the  dual  ADO's  increases  with  time, 
therefore,  by  definition  these  will  have  a  satisfactory  shelf  life. 
The  absence  of  any  discernable  interaction  between  the  two  drugs  as 
determined  by  HPLC,  also  supports  this.  Finally,  the  in  vitro  zone 
of  inhibition  tests  indicate  these  ADD's  maintain  efficacy  after 
6  months  storage. 
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CONCLUSIONS 


TCI  has  developed  two  prototype  sustained  release 
Antimicrobial  Dermal  Dressings.  Both  types  of  dressings  incorporate 
antimicrobial  agents  to  prevent  infection  up  to  72  hours. 

The  first  formulation,  a  30%  loaded  chlorhexidine  gluconate 
ADD,  was  formulated  and  tested  successfully  on  guinea  pigs.  This 
dressing  was  effective  in  vivo  against  Strep .  pvoaenes .  Staph . 
aureus  and  P.  aeruginosa  under  prophylactic  conditions.  An 
exploratory  accelerated  stability  study  has  demonstrated  an 
effective  two  year  shelf  life  for  this  product. 

The  second  formulation,  a  dual  loaded  ADD  incorporating  20% 
silver  sulfadiazine  and  10%  chlorhexidine  gluconate  was  also 
formulated  and  tested  on  guinea  pigs.  This  dressing  was  effective 
against  Staph,  aureus  and  P.  aeruginosa  when  used  prophylactically. 
However,  the  effectiveness  of  this  dressing  against  Candida  is  yet 
to  be  evaluated  in  vivo.  These  dressings  were  also  subjected  to 
exploratory  shelf  stability  studies  and  demonstrated  a  two  year 
shelf  life  for  the  product. 

In  conclusion,  all  tasks  have  been  successfully  completed.  The 
prototype  dressings  have  been  shown  to  meet  the  design  requirements 
of  being  easy  to  apply  and  effective  against  selected  organisms. 
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RECOMMENDATIONS 


The  application  for  an  Investigational  New  Drug  (IND)  for 
either  of  these  two  prototype  dressings  requires  the  statistical 
validation  of  the  processes  involved.  This  statistical  validation 
was  beyond  the  scope  of  this  contract.  All  further  work  should 
address  process  validation. 

The  processing  of  the  ADD^s  was  dependent  upon  the  quality  of 
the  lyophilized  chlorhexidine  gluconate  powder  (LCHX) .  There  were 
occasions  where  the  LCHX  agglomerated  during  the  dispersion  stage 
of  the  process.  Once  the  powder  had  agglomerated  it  could  not  be 
reworked  even  using  elevated  temperatures.  Strategies  to  eliminate 
this  problem  should  be  defined. 

Reaction  rates  double  for  every  10  degree  increase  in 
temperature.  Both  formulations  of  dressings  have  shown  that  storage 
at  -40°C  does  not  compromise  their  efficacy.  It  is  recommended  that 
future  storage  stability  tests  include  an  additional  elevated 
temperature  in  order  to  give  three  data  points  above  room 
temperature.  This  will  facilitate  predictions  of  shelf  life  under 
accelerated  conditions. 
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ESTIMATED  VS  ACTUAL  COSTS 


CONTRACT  MONTH 


MANHOURS  (Thousands) 


PROJECTED  MANHOURS  - ACTUAL  MANHOURS 


Table  I.  Total  Labor  Hours  for  Contract  Period 


Professional 

Technical 

Required 

Used 

Required 

Used 

11638 

6340 

Dasse 

90 

Szycher 

188 

Lobugl io 

554 

Dempsey 

5986 

Thirucote 

5117 

Rol  f  e 

296 

Wi  1  Hams 

95 

Adams 

4007 

Gaffney 

1528 

Others 

650 

Total 

11638 

12326 

6340 

6185 
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CERTIFICATE  OF  ANALYSIS 
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Thermedics  Inc. 


CERTIFICATE  OF  ANALYSIS 
Antimicrobial  Dermal  Dressings 

Date  :  September  4,  1990. 

30%  Chlorhexidine  Gluconate  ADD's  :  Batch  #  008031  PDOSl 


Description  :  A  sterile  1.5  x  1.5  inch  drug  loaded  island 

matrix;  reinforced  by  a  2.5  x  2.5  inch 
adhesive  backing,  covered  by  a  removable 
release  liner  and  packaged  in  an  aliuninum 
pouch. 


Color 


White  to  Off-white 


Thickness 

total 

perimeter 


0.611  mm  +  0.014  mm 
0.254  mm  ±  0.013  mm. 


Weight 

total 

* 

Identification 
(I.R. ) 

Dissolution  time 


:  1.440  g  +  0.019  g. 

:  complies. 

:  >  2,5  mg.  per  cnf .  in  24  hours 


Biological  Activity  :  USP  XXII,  1990 
P.  aeruginosa  positive. 

S.  aureus  positive. 


Sterility  :  passes 

(USP  XXII,  1990) 


Assay 


135  mg.  chlorhexidine  gluconate/ADD . 
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TCI 

Thermo  Cardiosystems  Inc. 

A  Mihsuliarv  ol  Thermedics  Inc  and  I  hcrnio  Klcctnin  l uriviration 

CERTIFICATE  OF  ANALYSIS 

Antimicrobial  Dermal  Dressings 

Date:  November  12,  1990 

20%  Silver  sulfadiazine  /  10%  Chi orhexidine  gluconate 
Batch  #  010181-PDDS2 


Description 


Color 


A  sterile  1.5  x  1.5  inch  drug  loaded  island 
matrix;  reinforced  by  a  2.5  x  2.5  inch 
adhesive  backing,  covered  by  a  removable 
release  liner  and  packaged  in  an  aluminum 
pouch. 

off  white  to  cream  colored 


Thickness 

total 

island 


:  0.622  mm  +.  0.014  mm 
:  0.307  mm  +  0.014  mm 


Weight 

total 


1.475  +  0.34  g 


Identification 
(I  .R.  ) 


complies 


Dissolution  time 

Silver  sulfadiazine 
Chi orhexidine  gluconate 

Biological  activity 
P.  aeruginosa 
S .  aureus 

Sterility 


Assay 

Chi orhexidine  gluconate 


7 

>  30  meg  per  cm*  in  24  hours 

>  800  meg  per  cm^  in  24  hours 

USP  XXII ,  1990 

positive 

positive 

USP  XXII ,  1990 
passes 


>  45  mg  per  patch 


l-.ix 


-n  ')v- 


n.k\ 


^*0  Wildwood  Mreei 


Pom  OHitc  Box  IW 
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MICROBIOLOGICAL  TEST  RESULTS 
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225  Wildwood  Avg.,  Woburn,  MA  01801 
Telephone:  (617)  933-6903 
Fax:  (61 7)  933-9196 


TEST  RESULT  CERTIFICATE 


Client:  Thermedics ,  Inc. 

Address:  470  Wildwood  Avenue 
P.O.  Box  2999 
Woburn,  MA  01888-1799 


Date  of  Test:  08/28/90 
Test  Completion:  09/04/90 

P.O.  #:  24156-897 


Project  #:  90-1835 


Contact:  R.  Thirucote 


TEST  ARTICLE  DESCRIPTION:  Chlorhexidine  Gluconate  Dressing 
Lot#  N/A  [008031-PDDSl]  t=0 


NAME  OF  STUDY:  Membrane  Filtration  Sterility 
REFERENCE:  USP  XXII,  1990,  Pp.  1483-1488. 

GENERAL  PROCEDURE:  The  test  articles  (2  units)  were  aseptically 
pooled  with  300  ml  of  Fluid  D.  The  extract  was  then  decanted  into 
a  sterile  container  and  filtered  though  a  sterile  membrane 
filter.  The  membrane  was  then  removed  from  the  filter  holder  and 
cut  in  half.  One  half  was  immersed  in  100  ml  of  Fluid 
Thioglycollate  Medium  (FTM)  and  one  half  was  immersed  in  100  ml 
of  Trypticase  Soy  Broth  (TSB) .  Each  vessel  was  incubated  at  30- 
35°C  and  20-25°C  respectively.  The  contents  of  each  vessel  were 
examined  for  growth  during  the  7  day  incubation  period. 

RESULTS:  There  was  no  growth  observed  in  either  media  inoculated 
with  the  test  article  during  the  7  day  observation  period. 


CONCLUSION:  The  test  article  is  considered  sterile  according  to 
the  procedures  outlined  in  USP  XXII  via  membrane  filtration 
technique. 


AUTHORIZED  PERSONNEL: 


f- 

Steven  P . ^ynn , 
Study  Director 


Ph.D 


Susan  Yadlon, 
Quality  Assurance 
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TEST  RESULT  CERTIFICATE 


225  Wildwood  Ave.,  Woburn,  MA  01801 
Telephone:  (61^  933-6903 
Fax;  (617)  933-9196 


Client:  Thermedics,  Inc. 

Address:  470  Wildwood  Street 
P.O.  Box  2999 
Woburn,  MA  01801 
Project  #:  90-1836 


Date  of  Test:  08/23/90 
Test  Completion:  08/27/90 
P.O.  #:  24139-897 


Contact:  R.  Thirucote 


TEST  ARTICLE  DESCRIPTION:  Chlorhexidine  Gluconate  Dressing 
LOT  #:  N/A  [008031-PDDSl]  t=0 
NAME  OF  STUDY:  Zone  of  Inhibition 

REFERENCE:  Based  on  the  method  described  in  USP  XXII,  1990. 

GENERAL  PROCEDURE:  The  test  article  was  analyzed  for  its  ability 
to  produce  a  zone  of  inhibition  against  cultures  of 
Staphylococcus  aureus  (S .  aureus)  and  Pseudomonas  aeruginosa  (P. 
aeruginosa).  The  test  article  (three  0.8  cm  diameter  discs)  and 
placebo  discs  (three  0.8  cm  diameter  discs)  were  placed  on  the 
surface  of  Trypticase  Soy  Agar  containing  the  test  organism.  The 
positive  control  for  S.  aureus  was  a  mixture  of  penicillin  and 
streptomycin.  The  positive  control  for  P.  aeruginosa  was 
ampicillin.  The  negative  control  for  both  organisms  was  an 
untreated  filter  disc.  Three  plates  were  used  for  each 
determination.  The  plates  were  inverted  and  incubated  at  30-35°C 
for  72  hours. 

RESULTS : 


Zone  of  Inhibition  (in  cm) 


S.  aureus  P.  aeruginosa 


1 

2 

3  Ave 

1 

2 

3 

Ave 

Neg. 

Control 

0 

0 

0  0 

0 

0 

0 

0 

Pos . 

Control 

1 .40 

1.30 

1.30  1.33 

2.0 

2 . 0 

2 . 0 

2.0 

Test 

Article 

1 . 50 

1.80 

1.70  1.67 

1.50 

1.60 

1.50 

1.53 

Page  1  of  2 
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Specialists  in  Toxicology 


Toxikon  Project  Number  90-1836 


CONCLUSION:  The  test  article  does  possess  antimicrobial  activity 
against  S.  aureus  and  P.  aeruginosa.  The  size  of  the  zone  of 
inhibition  is  indicative  of  antimicrobial  activity,  but  is  not  a 
cuantitative  evaluation  of  potency  as  outlined  in  this  study. 


AUTHORIZED  PERSONNEL: 

Steven  P ./jLynn ,  Ph.D. 
Study  Di£6ctor 


Susan  Yadlon,  B.jS.  </j 
Quality  AssurancW— ^ 


I 
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225  Wildwood  Ave.,  Woburn,  MA  01801 
Telephone:  (617)  933-6903 
'-a<:  (617)  933-9196 


TEST  RESULT  CERTIFICATE 


Client:  Thermo  Cardiosystems,  Inc. 

Address:  P.O.  Box  2697 

470  Wildwood  Avenue 
Woburn,  MA  01801 

Project  #:  91-0503 


Date  of  Test:  03/13/91 
Test  Completion:  03/20/91 

P.O.  #:  3829-897 


Contact:  R.  Thirucote 


TEST  ARTICLE  DESCRIPTION: Chlorhexidine  Gluconate  Add's 
B.N.:  008031-PDDSl  t=6M 

NAME  OF  STUDY:  Membrane  Filtration  Sterility 
REFERENCE:  USP  XXII,  1990,  Pp.  1483-1488. 

GENERAL  PROCEDURE:  The  test  articles  (2  units)  were  aseptically 
pooled  with  300  ml  of  Fluid  D.  The  extract  was  then  decanted  into 
a  sterile  container  and  filtered  though  a  sterile  membrane 
filter.  The  membrane  was  then  removed  from  the  filter  holder  and 
cut  in  half.  One  half  was  immersed  in  lOO  ml  of  Fluid 
Tliioglycollate  Medium  (FTM)  and  one  half  was  immersed  in  lOO  ml 
of  Trypticase  Soy  Broth  (TSB)  .  Each  vessel  was  incubated  at  3  0- 
35°C  and  20-25°C  respectively,  for  seven  days.  The  contents  of 
each  vessel  were  examined  daily  for  growth. 

RESULTS:  There  was  no  growth  observed  in  either  media  for  the 
test  article. 

CONCLUSION:  The  test  article  is  considered  sterile  according  to 
the  procedures  outlined  in  USP  XXII  via  membrane  filtration 
technique. 


UTHORIZED  PERSONNEL: 


L^xman  S.  Desai,  D.Sc, 
Study  Director 
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225  Wildwood  Ave.,  Woburn.  MA  01801 
Telephone:  (61 7)  933-6903 
Fax;  (617)  933-9196 

TEST  RESULT  CERTIFICATE 

Client:  Thermo  Cardiosystems ,  Inc.  Date  of  Test:  03/15/91 

Test  Completion:  03/18/91 

Address:  470  Wildwood  Avenue  P.O.  #:  3829-897 

P.O.  Box  2697 
Woburn,  MA  01888 

Project  #:  91-0504  Contact:  R.  Thirucote 


TEST  ARTICLE  DESCRIPTION:  Chlorhexidine  Gluconate  Add's  30% 

B.N  #:  008031-PDDSl  t=6M 

NAME  OF  STUDY:  Zone  of  Inhibition 

REFERENCE:  Based  on  the  method  described  in  USP  XXII,  1990. 

GENERAL  PROCEDURE:  The  test  article  was  analyzed  for  its  ability 
to  produce  a  zone  of  inhibition  against  cultures  of 
Staphylococcus  aureus  (S.  aureus)  and  Pseudomonas  aeruginosa  (P. 
aeruginosa) .  The  test  article  (three  0.8  cm  diameter  discs)  and 
placebo  discs  (three  0.8  cm  diameter  discs)  were  placed  on  the 
surface  of  Trypticase  Soy  Agar  (TSA)  and  Potatoe  Dextrose  Agar 
(PDA)  containing  the  test  organism.  The  positive  control  for  S. 
aureus  was  a  mixture  of  penicillin  and  streptomycin.  The 
positive  control  for  P.  aeruginosa  was  ampicillin.  The  negative 
control  for  both  organisms  was  an  untreated  filter  disc.  Three 
plates  were  used  for  each  determination.  The  plates  were 
inverted  and  incubated  at  30-35®C  for  72  hours. 

RESULTS : 


Zone  of 

Inhibition 

(in  mm) 

S.  aureus 
(TSA) 

P.  aeruginosa 
(PDA) 

1  2 

3 

Ave 

1 

2  3 

Ave 

Neg. 

Control 

0.0  0.0 

0.0 

0.0 

0.0 

0.0  0.0 

0.0 

Pos. 

Control 

4.5  3.7 

3.7 

4.0 

3.8 

4.1  4.0 

4.0 

Test 

Article 

2.8  2.8 

2.4 

2.7 

2.5 

2.5  2.4 

2 . 5 
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CONCLUSION:  The  test  article  does  possess  antimicrobial  activity 
against  S.  aureus  and  P.  aeruginosa.  The  size  of  the  zone  of 
inhibition  is  indicative  of  antimicrobial  activity,  but  is  not  a 
quantitative  evaluation  of  potency  as  outlined  in  this  study. 


AUTHORIZED  PERSONNEL 


I 

— 
Laxm^n  S. 
Study 


f 


Desai, 
Director 


DTiSc: 


Susan  YaQlon,  B.S, 
Quality'  Assurance 
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225  Wildwood  Avg.,  Woburn.  MA  01801 
TGlephone:  (617)  933-6903 
Fax:  (61 7)  933-9196 


TEST  RESULT  CERTIFICATE 


Client:  Thennedics,  Inc. 

Address:  470  Wildwood  Avenue 
P.O.  Box  2999 
Woburn,  MA  01888-1799 


Date  of  Test:  11/21/90 
Test  Completion:  11/28/90 

P.O.  #:  24801-897 


Project  #:  90-2152.1 


Contact:  R.  Thirucote 


TEST  ARTICLE  DESCRIPTION:  Combination  Silver  Sulfadiazine/ 

Chlorhexidine  Gluconate  Dressing 

Lot#:  010181-PDDS2  t=0 

NAME  OF  STUDY:  Membrane  Filtration  Sterility 

REFERENCE:  USP  XXII,  1990,  Pp.  1483-1488. 

GENERAL  PROCEDURE:  The  test  articles  (2  units)  were  aseptically 
pooled  with  300  ml  of  Fluid  D.  The  extract  was  then  decanted  into 
a  sterile  container  and  filtered  though  a  sterile  membrane 
filter.  The  membrane  was  then  removed  from  the  filter  holder  and 
cut  in  half.  One  half  was  immersed  in  100  ml  of  Fluid 
Thioglycollate  Medium  (FTM)  and  one  half  was  immersed  in  100  ml 
of  Trypticase  Soy  Broth  (TSB) .  Each  vessel  was  incubated  at  30- 
35°C  and  20-25°C  respectively.  The  contents  of  each  vessel  were 
examined  for  growth  during  the  7  day  incubation  period. 

RESULTS:  There  was  no  growth  observed  in  either  media  inoculated 
with  the  test  article  during  the  7  day  observation  period. 

CONCLUSION:  The  test  article  is  considered  sterile  according  to 
the  procedures  outlined  in  USP  XXII  via  membrane  filtration 
technique. 


AUTHORIZED  PERSONNEL: 


Steven  P.^Lynn,  Ph.D 
Study  Dii^ctor 


/Susan  Yjkdlon,  B.S. 
Quality  Assurance 
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TEST  RESULT  CERTIFICATE 


225  Wildwood  Ave.,  Woburn,  MA  01801 
Telephone:  (617)  933-6903 
Fax:  (617)933-9196 


Client;  Thennedics,  Inc. 

Address:  470  Wildwood  Street 
P.O.  Box  2999 
Woburn,  MA  01888 
Project  #:  90-2153 


Date  of  Test;  11/26/90 
Test  Completion;  11/30/90 
P.O.  #:  24802-897 


Contact:  R.  Thirucote 


TEST  ARTICLE  DESCRIPTION;  Combination  Silver  Sulfadiazine/ 

Chlorhexidine  Gluconate  Dressing 


LOT  #:  B.N.  01018 1-PDDS2 

NAME  OF  STUDY;  Zone  of  Inhibition 


t=0 


REFERENCE:  Based  on  the  method  described  in  USP  XXII,  1990. 

GENERAL  PROCEDURE;  The  test  article  was  analyzed  for  its  ability 
to  produce  a  zone  of  inhibition  against  cultures  of 
Staphylococcus  aureus  (S.  aureus)  and  Pseudomonas  aeruginosa 
aeruginosa).  The  test  article  (three  0.8  cm  diameter  discs) 
placebo  discs  (three  0.8  cm  diameter  discs)  were  placed  on 
surface  of  Trypticase  Soy  Agar  containing  the  test  organism, 
positive  control  for  S.  aureus  was  a  mixture  of  penicillin 
streptomycin.  The  positive  control  for  P.  aeruginosa 
ampicillin.  The  negative  control  for  both  organisms  was  an 

untreated  filter  disc.  Three  plates  were  used  for  each 
determination.  The  plates  were  inverted  and  incubated  at  30-35°C 
for  72  hours. 


(P. 

and 

the 

The 

and 

was 


RESULTS; 


Zone  of  Inhibition  (in  cm) 


S.  aureus  P.  aeruginosa 


1 

2 

3  Ave 

1  2 

3  Ave 

Neg. 

Control 

0 

0 

0  0 

0  0 

0  0 

Pos. 

Control 

1.2 

1.1 

1.8  1.37 

1.9  1.8 

2.0  1.9 

Test 

Article 

1.6 

1.4 

1.7  1.57 

1.4  1.5 

1.6  1.5 
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CONCLUSION:  The  test  article  does  possess  antimicrobial  activity 
against  S.  aureus  and  P.  aeruginosa.  The  size  of  the  zone  of 
inhibition  is  indicative  of  antimicrobial  activity,  but  is  not  a 
quantitative  evaluation  of  potency  as  outlined  in  this  study. 


AUTHORIZED  PERSONNEL: 


Steven  P .  Lyjpn , 
Study  Director 


Ph.D. 


Susan  yadlon,  B.S. 
Quality  Assurance 


Page  2  of  2 


66 


225  Wildwood  Avg..  Woburn,  MA  01801 
Telephone:  (617)  933-6903 
Fax:  (6 17)  933-9196 


TEST  RESULT  CERTIFICATE 


Client:  Thermo  Cardiosystems,  Inc.  Technical  Initiation:  05/23/91 

Technical  Completion:  05/30/91 
Address:  470  Wildwood  Avenue  Final  Report:  05/30/91 

P.O.  Box  2697  P.O.  #:  4120-897 

Woburn,  MA  01888 

Contact:  R.  Thirucote  Project  #:  91-0788 


TEST  ARTICLE:  20%  Silver  Sulfadiazine  10%  Chlorhexidine 
Gluconate  ADDS' 

Lot#:  B.N  010181-PDDS2  t=6M 

NAME  OF  STUDY:  Membrane  Filtration  Sterility 
REFERENCE:  USP  XXII,  1990 

GENERAL  PROCEDURE:  The  test  articles  (2  units)  were  aseptically 
pooled  with  300  ml  of  Fluid  D,  decanted,  and  filtered  though  a 
sterile  membrane  filter.  The  membrane  was  removed  from  the  filter 
holder  and  cut  in  half.  One  half  was  immersed  in  100  ml  of  Fluid 
Thioglycollate  Medium  (FTM)  and  the  other  half  immersed  in  100  ml 
of  Trypticase  Soy  Broth  (TSB) .  Each  vessel  was  incubated  for  7 
days  at  30-35°C  and  20-25°C,  respectively.  The  contents  of  each 
vessel  were  examined  for  growth.  One  spore  strip  (positive 
control)  was  tested  in  30  ml  of  TSB  at  50-55°C. 

RESULTS:  There  was  no  growth  observed  in  either  media  for  the 
test  article.  The  positive  control  spore  strip  exhibited  growth 
within  24  hours  of  incubation. 

CONCLUSION:  The  test  article  is  considered  sterile  according  to 
the  procedures  outlined  in  USP  XXII  via  membrane  filtration 
technique. 

AUTHORIZED  PERSONNEL: 


./( 


Laxman/ S. Desai, D. Sc. 
Study  Director 


Susan  Yadlon,  btIS. 
Quality  Assurance 
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TEST  RESULT  CERTIFICATE 


225  Wildwood  Ave..  Woburn,  MA  01801 
Telephone:  (617)  933-6903 
Fax:  (617)  933-9196 


Client:  Thermo  Cardiosys terns,  Inc. 

Address:  470  Wildwood  Avenue 
P.O.  Box  2697 
Woburn,  MA  01888 


Date  of  Test:  05/29/91 
Test  Completion:  05/30/91 
Report  Date:  06/03/91 
P.O.  #:  4120-897 


Project  #:  91-0787 


Contact:  R.  Thirucote 


TEST  ARTICLE  DESCRIPTION:  20%  Silver  Sulfadiazine 
10%  Chlorhexidine  Gluconate  Add's 


Lot  #:  B.N.  010181-PDDS2 


t=6M 


NAME  OF  STUDY:  Zone  of  Inhibition 


REFERENCE:  Based  on  the  method  described  in  USP  XXII,  1990. 

GENERAL  PROCEDURE:  The  test  article  was  analyzed  for  its  ability 
to  produce  a  zone  of  inhibition  against  cultures  of 
Staphylococcus  aureus  (S.  aureus)  and  Pseudomonas  aeruginosa  (P. 
aeruginosa).  The  test  article,  cut  into  0.8  cm  diameter  discs  was 
placed  on  the  surface  of  Medium  19  Agar  containing  the  test 
organisms.  The  positive  control  was  a  mixture  of  penicillin  and 
streptomycin.  The  negative  control  (placebo)  was  supplied  by  the 
Sponsor.  Three  plates  were  used  for  each  determination.  The 
plates  were  inverted  and  incubated  at  30-35°C  for  24  hours. 

RESULTS : 


Zone  of 

Inhibition 

(in  mm) 

S ,  aureus 

P.  . 

aeruginosa 

1 

2 

3 

Ave 

1 

2 

3 

Ave 

Neg.  Control 

0.0 

o 

« 

o 

0.0 

0.0 

o 

o 

0.0 

0.0 

0.0 

Pos .  Control 

3.5 

2.5 

4.0 

3.3 

3.0 

5.0 

2.0 

3.3 

Test  Article 

RT 

2.5 

2.5 

2.0 

2.3 

1.5 

2.0 

1.5 

1.7 

23°/H20 

38°/90%  RH 
-40^ 

2.0 

1.5 

2.0 

1.8 

1.5 

2.0 

2.5 

2.0 

2.0 

2.0 

2.5 

2.2 

3.5 

1.5 

1.5 

2.2 

3.0 

2.0 

2.0 

2.3 

2.5 

1.5 

2.0 

2.0 

45°/90%  RH 

1.0 

3.0 

1.5 

1.8 

2.0 

2.0 

1.0 

1.7 
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CONCLUSION:  The  test  article  does  possess  antimicrobial  activity 
against  S.  aureus  and  P,  aeruginosa.  The  size  of  the  zone  of 
inhibition  is  indicative  of  antimicrobial  activity,  but  is  not  a 
quantitative  evaluation  of  potency  as  outlined  in  this  study. 


AUTHORIZED  PERSONNEL: 


Laxmaii  S.  Desai,  O.Sc. 
Study  Director 


>usan  Y^lon,  B.S. 
Quality  Assurance 
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APPENDIX  III 

IN  VITRO  DATA  SHEETS 
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ElUTIOM  lATI  DOUSHEIT  FOl  CHLOUEXIDiNE  GLUCONATl  'A' 


TITLE  :  Chlorhexidtne  Gluconate  ADO's  B.!i.  0OSO31E-PDOSI  (Set  1) 


STANOAED  CALtBIATION  CUITE 

: 

238  m 

Data  of  Average  Values 

dll  adj 

■cc/il 

AliC 

AUC 

AVGAOC 

Sr. 

•Cg/il 

ICg/ll 

■cg/ci2 

dif  u/ci2 

0 

0 

0 

0 

0.0 

0.0 

0.0 

0.0 

9.0 

100 

628592 

586368 

607480 

0.5 

434.5 

434.5 

1229.7 

1229.7 

500 

2907409 

2872586 

2889998 

1 

528.0 

538.9 

1525.1 

295.3 

800 

4823876 

4834027 

4828952 

2 

740.8 

754.0 

2133.8 

608.7 

1000 

6348941 

6321570 

6335256 

4 

1143.6 

1162.1 

3288.9 

1155.1 

2000  13401626  12688172  13044839 

8 

1418.7 

1447.3 

4095.9 

807.0 

24 

1562.4 

1597.9 

4521.9 

426.0 

48 

1749.1 

1788.1 

5069.4 

538.5 

72 

1652.4 

1696.1 

4800.0 

-260.5 

legressioD  Output; 

Constant  -176096. 

Std  Err  of  Y  Est  200957.1 

1  Squared  0.998588 

No.  of  Observations  6 

Degrees  of  Freedoi  4 

X  Caefficient(s)  6537.082 

Std  Err  of  Coef.  122.3070 

81.  A  cell 

B  cell 

Ccell 

AVG.  STD. 

9  0 

0  0 

0  0 

0  0  0 

0.5  2977017 

2603097 

2413290 

2664468  234196.2 

1  3493647 

3103185 

3230110 

3275647.  162625.0 

2  4959537 

4219846 

4820048 

4666477  320908.8 

4  7994378 

6431314 

7474029 

7299907  649887.7 

8  9772500 

8217787 

9304384 

9098223.  651234.5 

24  10647790 

8783515 

10680735 

10037346  886694.8 

48  11437887 

10949407 

11386142 

11257812  219096.0 

72  10966207 

9232918 

11677629 

10625584  1026700. 

roriulation 

It.E 

Dale:  08/23/90 

Chlorbexidine 

30  'After  E-Beai  sterilixation* 

File:  BD08031E 

Propylene  Glycol 

6  Set  1 

PEG  300 

24 

Matrix 

40 
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ELOTIOH  lATE  KOUSHEET  EOE  CHLORHEEIDINE  GLUCONATE  ’A' 

TITLE  ;  Cblorbexidine  Gluconate  ADD's  B.N.  0OEO31E-PDDS1  Set  2 


STANDARD  ULIBEATION  CUIVE 

•  231  M 

Data  of  Average  Values 

dit  adj 

■cg/il  AOC 

AOC 

AVGAOC 

Sr. 

■C{/ll 

■cg/ct2 

dif  ii/ci2 

0  0 

0 

0 

0.0 

0.0 

0.0 

0.0 

0.0 

too  S127SS 

51B900 

515343 

0.5 

319.6 

319.6 

904.4 

904.4 

500  2B9g234 

2B67061 

2332643 

A 

472.4 

430.4 

1359.5 

455.0 

BOO  4991913 

499357B 

4995246 

2 

601.7 

613.5 

1736.2 

376.3 

1000  5603535 

5656796 

5630166 

4 

339.3 

904.3 

2559.3 

323.1 

2000  120715B4  12B7B013  12474799 

3 

1176.3 

1199.1 

3393.4 

334.1 

24 

1446.3 

1476.2 

4177.6 

734.2 

43 

1459.9 

1496.0 

4233.3 

56.2 

72 

1443.2 

1434.7 

4201.6 

•32.2 

legressioD  Output: 

Constant  -147175. 

Std  Err  of  Y  Est  267615.0 

1  Squared  0.997240 

No.  of  Observations  6 

Degrees  of  Freedoa  4 

t  Coefficieot(s)  6223.124 

Std  Err  of  Coef.  163.6756 

Bl.  A  cell 

B  cell 

C  cell 

AVG.  STD. 

0  0 

0  0  0 

0 

9  0  0 

0.5  1927035  2027321  1376734  1337554 

1439223 

1341673.  134115.7 

1  3541433 

2557354 

2273756 

2792516  541643.9 

2  4535623 

3276397 

2929749 

3597253  713067.3 

4  6519331 

5354612 

4237103 

5337033.  911609.9 

3  3056236 

6956756 

6516252 

7176414.  647593.1 

24  9503963 

3772552 

3236903 

3356139.  502392.3 

43  9335335 

3640956 

3736743 

3937696.  322110.4 

72  9169720 

3651421 

3773646 

8364929  221220.7 

Fonulation 

Nt.E 

Date:  03/27/90 

Cblorbexidine 

30  ’After  E-Beai  iterilization* 

File:  £0030312.131 

Propylene  Glycol 

6  Set  2 

PEG  300 

24 

Matrix 

40 

72 


SLiim  m  nousBEST  m  cHioianioiNE  giocmate  'a* 


TITLE  :  Chlorbexidine  Glaconate  ADD's  B.!l.  00S031-PDDS1  2  yostb  Saiple  !  tS  C/  JOE  U 


STANDAID  CALIBIATKM  CUIVE 

-23Bn 

Dili  of  Aitnge  Values 

dil  adj 

■ct/il  AUC 

ACC 

AVGACC 

Br. 

■Cg/ll 

iCj/il 

■ce/ci2 

dif  u/ci2 

0  D 

0 

0 

0.0 

0.0 

0.0 

0.0 

0.0 

100  mn 

44B195 

457941 

0.5 

334.0 

334.0 

945.2 

945.2 

SOO  3040010 

2BB66B9 

2963350 

1 

496.0 

504.4 

1427.3 

482.2 

BOO  47B2207 

4784922 

4783565 

2 

520.1 

532.5 

1506.9 

79.6 

1000  5675335 

5459266 

5567301 

4 

717.3 

730.3 

2066.8 

559.9 

2000  12726955  125B5654 

12656305 

8 

974.5 

992.4 

2808.5 

741.7 

24 

1305.9 

1330.3 

3764.7 

956.2 

48 

1364.7 

1397.4 

3954.6 

189.9 

72 

1440.4 

1474.5 

4172.8 

218.2 

Eegressioo  Output: 

Constant 

-218372. 

2  NOHTH  STABILin 

Std  Err  of  Y  Est 

313113.3 

45  C/90E  IH 

1  Squared 

0.996322 

Yo.  of  ObserTitioos 

6 

Decrees  of  Freedoi 

4 

1  Coefficient(s)  6304.249 

Std  Err  of  Coef.  191.5027 

HI.  A  cell 

Been 

Ccell 

AVG.  STD. 

0  0 

0  0  0 

0  0 

0  D 

0.5  1776137  1767078  1752691  1655524 

2206288  2164971  1887114.  215059.8 

1  2501919 

2605821 

3618084 

2908608  503465.3 

2  2601741 

3002645 

3576465 

3060283.  400011.1 

4  3260297 

4336471 

5314697 

4303821.  839022.9 

8  5348750 

5605877 

6820239 

5924955.  641705.1 

24  7974299 

7664704 

8404695 

8014566  303438.8 

48  8425247 

7619909 

9110626 

8385260.  609239.1 

72  8438032 

7722394 

10425168 

8862064.  1143179. 

Poriulatioo 

Bt.E 

Date:  10/29/90 

Cbiorbexidine 

30 

Pile:  2)ISTA-45 

Propylene  Glycol 

6 

PEG  300 

24 

iatrix 

40 

73 


ElUTlON  tATS  VOUSflEST  EOI  CHlOIflEXIDINE  GIOCONATE  *A* 

TITLE  :  Chlorhexidine  Gluconate  ADD's  B.N.  00E031-PODS1  2  tiontb  Saiple  §  3S  C/SOt  Ifl 


STANDAU  CAIIBEATIOS  aiVE 

23E  tm 

Data  of  Aferage  Values 

dil  adj 

■ci/il  AOC 

AUC 

AVGAUC 

Hr. 

■cg/al 

■Cg/il 

■cg/ci2 

dif  u/ca2 

D  0 

0 

0 

0.0 

0.0 

0.0 

0.0 

0.0 

too  S26401 

(22783 

(24592 

0.5 

303.2 

303.2 

858.0 

858.0 

SOU  3037933 

3021214 

3029574 

1 

453.1 

4(0.7 

1303.8 

445.8 

SOO  3340031 

52048(2 

5272447 

2 

583.1 

594.5 

1(82.3 

378.5 

1000  93332(4 

(04(154 

(189709 

4 

879.3 

893.8 

2529.( 

847.3 

2000  11743334  115174(3 

11(30399 

8 

1172.3 

1194.3 

3379.9 

850.3 

24 

1397.1 

142(.4 

403(.7 

(5(.9 

48 

I38(.0 

1420.9 

4021.3 

-15.4 

72 

1398.4 

1433.1 

4055.7 

34.4 

Eegression  Output: 

Constant 

1(9858.1 

2  HOSTS  STABlLin 

Std  Err  of  Y  Est 

280538.4 

38  C/901  IH 

1  (quared 

0.99(5(7 

No.  of  Observations 

( 

Degrees  of  Freedoi 

4 

X  Coefficieot(s)  5847.175 

Std  Err  of  Coef.  I7l.579( 

SI.  A  cell 

B  cell 

C  cell 

A?G.  STD. 

0  0 

0  0  0 

0  0 

0  0 

0.5  2125830  2 

117(94  1848705  17285(0 

1911143  1323725  1942(09.  I4I542.8 

1  2520294 

3031225 

2805785 

2819434.  1(8000.1 

2  33(3007 

3721117 

3(54393 

3579505.  155492.2 

4  4953855 

51(2431 

581(949 

5311078.  3(7599.5 

8  5(77589 

(9311U 

7455099 

7024599.  328225.5 

24  8017(22 

8383899 

8(15243 

8338921.  24(041.9 

48  8108139 

8515774 

8098531 

8274148  241597.9 

72  8295233 

8274380 

84(9823 

834(812  87438.23 

Eonulation 

It.i 

Date:  10/31/90 

Cblorbexidine 

30 

File:  2’JSTA-38.ni 

Propylene  Glycol 

5 

PEG  300 

24 

Matrii 

40 
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aCTION  RATE  KORKHEET  FOR  CHIORHEXIDI.'IE  GIUCOHATE  'A' 


TITLE  ;  Cblorbexidioe  Gluconate  ADD's  B.N.  0ORO31-PDDS1  2  'iontb  Sa^)le  i  RT 
STANDAIl)  CALIUATIM  CURVE 

:  !38  la  Dali  of  Aferaee  Values 

dil  adj 


ICj/il 

AOC 

ACC 

AVGAUC 

Rr. 

■Cg/il 

tcg/il 

■cg/ca2 

dif  i/ci2 

D 

0 

0 

0 

0.0 

0.0 

0.0 

0.0 

0.0 

500 

3220522 

3090717 

3101020 

0.5 

377.0 

377.0 

1008.0 

1008.0 

RDO 

5019017 

5230543 

5128080 

1 

537.0 

540.5 

1540.5 

477.9 

1000 

0157377 

0295124 

0220251 

2 

017.4 

030.8 

1785.3 

238.8 

2000  12205004  12505048  12415350 

4 

924.8 

940.3 

2001.0 

875.; 

8 

1292.7 

1315.8 

3723.7 

1002.7 

24 

1000.9 

1039.2 

4038.9 

915.2 

48 

1071.0 

1711.2 

4842.0 

203.7 

72 

1099.7 

1741.5 

4928.4 

85.8 

Regression  Output; 


Constant 

58010.99 

2  RORTH  STABILITY 

Std  Err  of  Y  Est 

77878.70 

ROOU  TQIPERATVRE 

R  Squared 

0.999783 

Vo.  of  Obserrations 

5 

Degrees  of  Freedoa 

3 

X  Coefricient(s)  0194.942 

Std  Err  of  Coef.  52.00153 

RR.  A  cel 

1  B  cell 

Ccell 

AVG.  STO. 

0  0 

0  0  0 

0  0 

0  0 

0,5  2279131 

2270400  2357840  2254422 

2003950  2554740  2397702.  150217.1 

!  3020535 

3701713 

3308010 

3385419.  300387.5 

2  3594920 

4425371 

3030003 

3883453.  383402.0 

4  5079480 

0032755 

5051042 

5787901  041403.8 

8  7827790 

9050229 

7315880 

8000035  730289.2 

24  10302011 

10737379 

8999029 

10013000  738280.2 

48  9549833 

10528555 

11152434 

10410294  059005.8 

72  12435010 

10340774 

8982704 

10588102  1419090. 

Fonuiation 

Vt.J 

Dale:  11/1/90 

Cblorbexidioe 

30 

File:  21ISTA-RT, 

Propylene  Glycol 

0 

PEG  300 

24 

ilatrix 

40 

ELOT[ON  RATE  fOUEBEET  TOR  CKlORBEXIDiNE  GLUCONATE  'A' 

TITLE  ;  Chlorhexidioe  Gluconate  ADD's  B.N.  00SO31-FDDS1  2  'ionth  Suple  9  RT  Under  Rater 
STANDARD  CALIBIAT!''  "  CURVE 

:  2SS  m  Data  oT  Average  Values 

dil  adj 


ICg/ll 

ADC 

AUC 

AVGACC 

Br. 

■Cg/ll 

■cg/ll 

■cg/ci2 

dif  i/ci2 

D 

0 

0 

0 

0.0 

0.0 

0.0 

0.0 

0.0 

100 

020401 

0227B3 

024592 

0.5 

414.5 

414.5 

1173.0 

1173.0 

500 

3037333 

3021214 

3029574 

1 

529.7 

540.1 

1528.5 

355.5 

800 

5340031 

5204802 

5272447 

2 

070.0 

089.2 

1950.5 

422.0 

1000 

0333204 

0040154 

0189709 

4 

1053.2 

1070.1 

3028.3 

1077.7 

2000  117483]?  11517403  11030339 

8 

1434.4 

1400.8 

4133.9 

1105.0 

24 

1008.4 

1704.3 

4823.1 

089.2 

48 

1704.0 

1745.7 

4940.4 

117.3 

72 

1729.1 

1771.7 

5013.9 

73.5 

Regression  Output; 

Constant 

109858.1 

2  IKNfTB  STABfLlTT 

Std  Err  of  Y  Est 

280538.4 

23  C  UNDH  RATQ 

R  Squared 

0.990507 

No.  of  Observations 

0 

Degrees  of  Freedoi 

4 

I  Coefficient(s)  SBAT.ITS 
Std  Err  of  Coef.  171.573? 


HR.  A  cell 

B  cell 

C  cell 

AVG.  STD. 

0  0 

0  0  0 

0 

0  0  0 

0.5  2424855  2323001  3113498  3240501 

2270840  2171420  2593530.  424002.9 

1  3080080 

3597024 

3125047 

3207383.  233812.7 

2  3994200 

4393172 

3980110 

4122510  191409.7 

4  0084914 

5909703 

0328909 

0327882  291900.1 

8  3008202 

8059535 

8543785 

8557174  411895.3 

24  10040597 

9885297 

9850330 

9925410  32090.59 

48  10597998 

9003919 

10198070 

10133529  408430.0 

72  10488400 

10328725 

10023552 

10280227  192849.3 

Foriulation 

Rt.$ 

Date;  10/31/90 

Cblorbexidine 

30 

File:  21ISTA-RR, 

Propylene  Glycol 

0 

PEC  300 

24 

Hatrix 

40 

76 


ELUTIOM  KATE  WOEKSHEET  FOE  CHLOIflEXIDINE  GLUCONATE  'A' 


TITLE  :  Cblorheiidioe  Gluconate  AOD's  B.N.  09E031-PDDS1  2  liontb  Saaple  $  -40  C 


STANDARD  CALIBRATION  aiVE 

:  230  u 

Data  of  Average  Values 

dil  adj 

■ce/il  AOC  AOC 

AVGAUC 

Hr. 

■cg/nl 

■Cg/ll 

■cg/ct2  dif  u/ci2  1 

0  0 

0 

0.0 

0.0 

0.0 

0.0 

0.0 

100  (20401  (22703 

(24592 

0.5 

429.8 

429.8 

1210.3 

12I(.3 

500  3037933  3021214 

3029574 

1 

579.5 

590.3 

1(70.5 

454.3 

000  5340031  52040(2 

5272447 

2 

705.4 

719.9 

2037.3 

3(0.8 

1000  (3332(4  (04(154 

(189709 

4 

1079.2 

109(.8 

3104.1 

10(S.7 

2000  11974791  12439009  1220(900 

8 

1425.4 

1452.4 

4110.2 

lOOO.l 

24 

1595.5 

1(31.1 

4(1E.1 

505.9 

48 

1711.7 

1751.0 

4957,0 

340.9 

72 

1597.5 

1(40.3 

4(42.1 

-314.9 

Regression  Output: 

Constant 

(5(27.83 

2  NONTH  STABILITY 

Std  Err  of  Y  Est 

175155.4 

-40  C 

R  Squared 

0.99877( 

No,  of  Observations 

( 

Degrees  of  Freedm 

4 

X  Coeffieient(s)  (120.330 
Std  Err  of  Coef.  107.12(5 

HR.  A  cell 

8  cell 

C  cell  ATG. 

STD. 

0  0  0 

0  0 

0 

0  0 

0 

9.5  39952(1  3901797 

2907(59  2908428 

2188405 

21(4478  2(9(004.  3(9515.4 

1  374750( 

38(9550 

3220932 

3612((2. 

281440.7 

2  4208E34 

43930(3 

454(980 

43829(1  138234.( 

4  7330400 

(343100 

(338(32 

(870712. 

4((472.9 

(  8921(95 

9107754 

8338855 

8789434.  327537.2 

24  10259998 

945(351 

9775574 

9830(41  330390.0 

48  11104808 

9901390 

10(19253 

1054I8I7  494335.2 

72  10357488 

9353494 

9817888 

9842950. 

4102(1.9 

Foriulation  Et.« 
Cblorbexidine  39 
Propjlene  Glycol  0 
PEG  300  24 
Eatrii  40 


Date:  10/30/30 

File:  aSTA-40.IIEl 


ELUTION  RATE  NORKSHEET  FOR  CHLORHEXIDINE  CICCONATE  'A* 


TITLE  :  Cblorbexidioe  Ghconate  ADD's  B.N.  DOSOBl-RDDSl  4  Uootb  Suple  g  45  C/  !)0t  HU 


STANDARD  CALIBRATION  CURVE 

=  !38« 

Data  of  Average  Values 

dil  ad] 

■c{/il  ADC 

ACC 

AVGAOC 

Br. 

■Cg/ll 

ICg/ll 

■cg/ci2 

dif  u/ci2 

0  0 

0 

0 

0.0 

0.0 

0.0 

0.0 

0.0 

100  4B37T4 

496960 

490367 

0.5 

286.1 

286.1 

809.7 

809.7 

500  3I75B08 

3019575 

3097692 

1 

403.3 

410.5 

1161.6 

352.0 

800  4972109 

5073741 

5022925 

2 

457.9 

468.0 

1324.4 

152.8 

1000  8270407 

6372312 

6321360 

4 

674.8 

686.2 

1942.0 

617.6 

2000  12105367  II985874 

12045621 

8 

846.6 

863.4 

2443.6 

501.6 

24 

1135.2 

1156.4 

3272.5 

828.9 

48 

1199.1 

1227.5 

3473.7 

201.2 

72 

1195.3 

1225.3 

3467.6 

-6.1 

Regression  Output: 

Constant 

40097.48 

4  WNn  STABILITY 

Std  Err  of  T  Est 

162188.6 

45  C/90R  Rfl 

R  Squared 

0.998935 

No.  of  Observations 

6 

Degrees  of  Freedot 

4 

i  Coefficient(s)  6076.676 

Std  Err  of  Coef.  99.(9593 

iiR.  A  ceil 

B  cell 

Ccell 

AVG.  STD. 

0  0 

0  0  0 

0  0 

0  0 

0.5  1653118  1640331  2160768  2034666 

1582085  1594680 

1778608  230022.1 

1  2322659 

2822765 

2320176 

2490866.  239633.4 

2  2553272 

3137565 

2777239 

2822622  240692.1 

4  3626457 

4452011 

4342995 

4140487.  366189.1 

3  4342395 

4975944 

6234537 

5184492  786173,0 

24  5947486 

7312381 

7555092 

6938319.  797597.1 

48  6120063 

7475092 

8384355 

7325503.  930345.2 

72  6170229 

7741562 

7929198 

7303686.  808298.2 

Foraulation 

«t.$ 

Date:  01/02/91 

Cblorbexidine 

30 

File:  4DSTA-45 

Propplene  Glpcol 

6 

PEC  300 

24 

Ratrix 

40 

78 


KlCTIOfl  RATE  TORESHEET  FOR  CHLORHEX[0(XE  GIUCOKATE  ’A* 

TITLE  :  Chlorhexidine  Gljconate  ADD's  B.N.  OORDRl-PDDSl  4  Uoalb  Saiple  9  3R  C/  M  R.S. 
STANDARD  UIIBRATION  CURVE 

'  23S  u  Data  of  Average  Values 

dil  adj 


ICg/ll 

AOC 

AOC 

AVGACC 

Sr, 

ttg/il 

■Cg/ll 

■cg/ct2  dif  i/ci2 

0 

0 

0 

0 

0,0 

0,0 

0.0 

0.0 

0.0 

100 

483774 

496950 

490367 

0,5 

246,0 

246.0 

696.1 

696.1 

500 

3175808 

3019575 

3097692 

1 

437,4 

443.5 

1255.1 

559.1 

300 

4977109 

5073741 

5027925 

2 

580,2 

591.2 

1673.0 

417.9 

1000 

5770407 

5372317 

6321360 

4 

732.9 

747.4 

2115.1 

442,0 

7000  17105307  119S5874 

12045621 

8 

1109,7 

1128.0 

3192.2 

1077.1 

24 

1315.9 

1343.7 

3802.6 

610.4 

48 

1458.9 

1491.8 

4221.9 

419.3 

72 

1409.3 

1445.3 

4091.5 

-130.4 

Regression  Output: 


Constant  40097,41 
Std  Err  of  Y  Est  KllRR.S 
R  Squared  0.99R93S 
No,  of  Observations  S 
Degrees  of  Freedoi  4 


4  IBimi  STABfllTY 
ll  C/90R  RH 


X  Coefficient(s)  607S,ST6 
Std  Err  of  Coef,  99,19593 


SR,  A  cell  e  cell  C  cell  AVG,  STD, 


0  0 

0  0 

0  0 

0  0  0 

0.5  1555953 

1522335  1577633 

1642323  1422335 

1487558  1534701.  59376.7’ 

1  2699292 

3022119 

2372003 

2697804.  265410.3 

2  3420408 

3741443 

3536235 

3566045.  132740.6 

4  5193744 

4224488 

4062155 

4493462.  499589.0 

3  7064459 

6485492 

5799499 

6783150  236644.3 

24  3873812 

7300184 

7435609 

3036535  610466.1 

43  10993234 

7981894 

7736433 

3905553.  I43317I. 

72  3239171 

10233255 

7339333 

3603919.  1209263. 

Foraulation 

m.t 

Date:  01/02/91 

Cblorbexidine 

30 

File:  4NSTA-38. 

Propylene  Glycol 

6 

PEG  300 

24 

Satrii 

40 

Date:  01/07/91 

File:  4NSTA-3t,ni 


aiTIOH  UTE  TORXSHEET  FOI  CHIORHEXIDIJIE  GlUCO!(ATE  'A' 


TITLE  :  Cblorbexidioe  Gluconate  ADD's  SJ.  90S031-PDDS1  4  ilonth  Saple  §  2T 


STANDAID  CALIBIATIM  CUtVE 

:  231  m 

Data  of  Ayera^e  Values 

dil  adj 

■c;/il  AOC 

AOC 

AVGADC 

Br. 

■Cg/ll 

■ce/il 

■cs/ci2 

dit  >/ca2 

0  0 

0 

0 

0.0 

0.0 

0.0 

0.0 

0.0 

100  483774 

496960 

490367 

0.5 

400.6 

400.6 

1133.6 

1133.6 

500  3175808 

3019575 

3097692 

1 

493.0 

503.0 

1423.5 

289.3 

800  4972109 

5073741 

5022925 

2 

651.8 

664.1 

1879.4 

455.9 

1000  S270407 

6372312 

6321360 

4 

329.4 

945.7 

2676.3 

796.9 

2000  12105367  11985874 

12045621 

8 

1414.9 

1438.2 

4070.0 

1393.7 

24 

1530.8 

1566.2 

4432.4 

362.4 

48 

1572.0 

1610.2 

4557.0 

124.6 

72 

1623.7 

1663.0 

4706.4 

149.4 

legressioo  Output: 

Constant 

40097.48 

4  KONTH  STAfilLlTT 

Std  Err  of  T  Est 

162188.6 

ROOU  TBIPEEATM 

1  Squared 

0.998935 

No.  of  Observations 

6 

Dejrees  of  Freedoi 

4 

X  Coefficieot(s)  6076.676 

Std  Err  of  Coef.  99.19593 

BE.  A  cell 

B  cell 

C  cell 

AVG.  STD. 

0  0 

0  0  0 

0  0 

0  0 

0.5  2475505  2579576  2785440  2797086 

2099471  2107149 

2474204.  285190.9 

1  3100808 

3013634 

2992924 

3035788.  46746.55 

2  3814916 

4263113 

3324233 

4000754  190808.3 

4  5467471 

6474483 

5121392 

5687T82  573943.3 

8  9389366 

8761175 

7763876 

8638139  669282.1 

24  9243781 

10087644 

8696030 

9342485  572395.1 

48  9218143 

9297848 

10261347 

9592448  474100.8 

72  9229983 

11739188 

8751998 

3907056.  1310126. 

Fonulation 

Bt.X 

Date:  01/03/91 

Cblorbexidine 

30 

File:  4IISTA-ET.K1 

Propjflene  Gl/col 

6 

PEG  300 

24 

Natrix 

40 

80 


aCTIOfl  RATE  RORKSHEET  EOR  CHlORHEXIOfSE  CLl'CORATE  *A* 


TITLE  :  Chlorbeiidine  Ghconate  AOD's  B.N.  0ORO31-PDDS1  4  llonth  Saiple  9  RT  Under  Rater 


STANDARD  CALIBRATION  aiVE 

:  :3R  m 

Data  of  Average  Values 

dil  adj 

«{/■!  AUC 

AOC 

AYGAUC 

Hr. 

•ct/il 

■Cg/ll 

■cg/ci2 

dif  ii/ca2 

(  0 

0 

0 

0.0 

0.0 

0.0 

0.0 

0.0 

100  miu 

496900 

490367 

0.5 

365.5 

365.5 

1034.3 

1034.3 

500  31T5R0R 

3019575 

3097692 

1 

495.7 

504.3 

1423.7 

394.4 

ROO  4972109 

5073741 

5022925 

2 

677.8 

690.2 

1953.2 

524.5 

1000  027040T 

6372312 

8321360 

4 

905.5 

922.5 

2610.6 

657.4 

2000  I2I0S3E7  II9SSR74 

12045621 

i 

1324.3 

1346.9 

3311.3 

1201.3 

24 

1572.0 

1605.1 

4542.6 

730.7 

4B 

1630.4 

1719.7 

4866.7 

324.1 

72 

1861.1 

1703.3 

4821.3 

-44.9 

Regression  Output: 

Constant 

40097.48 

4  UONTTI  STABIlin 

Std  Err  of  7  Est 

162133.6 

23  C  UNDER  RATER 

R  Squared 

0.993935 

No.  of  Observations 

6 

Degrees  of  Ereedoi 

4 

X  Coefficient(s)  6076.676 

Std  Err  of  Coef.  99.19593 

Bl.  A  cell 

B  cell 

C  cell 

AVC. 

STD. 

0  0 

0  0  0 

0  0 

0 

0 

0.5  2193547  2 

110351  7569691  2534332 

2033199  2064325 

2260915. 

210223.9 

1  2925105 

3463422 

2768320 

3052232. 

797632.4 

2  4115787 

4301791 

4058713 

4158765. 

103733.3 

4  5310366 

5596235 

5220913 

5542671. 

243307.2 

3  3192582 

7385759 

3034056 

3037465. 

34469.55 

24  9677755 

9216571 

9384328 

9592834. 

279138.0 

48  11125597 

9533555 

10039492 

10251214  645106.9 

72  10829619 

9539690 

10045546 

10133235  530673.5 

Eonulation 

Rt.t 

Date: 

01/02/91 

Cblorbexidine 

30 

Pile: 

4IISTA-RR.ni 

Propylene  Glycol 

6 

PEC  300 

74 

ilatrix 

40 

81 


SLCTIOK  m  TOURSHEET  fOl  CHIORHEXIDIXE  GLUCMATE  'A* 

TITLE  :  Cblorbexidine  Gluconate  AOS's  8.N.  DD8031-PDDS1  4  yostb  Saaple  9  -  40  C 
STANDAID  CAIIBIATIM  CUtVE 

=  23t  w  Data  of  Average  Values 

dil  adj 


ICg/ll 

AOC 

AOC 

AVGAOC 

Br. 

•Cg/ll 

ICg/ll 

■cg/ai2 

dif  'i/ci2 

0 

0 

0 

0 

0.0 

0.0 

0.0 

0.0 

0.0 

100 

483774 

496960 

490367 

0.5 

385.4 

385.4 

1090.6 

1090.6 

300 

3175808 

3019575 

3097692 

1 

571.0 

580.6 

1643.1 

552.5 

800 

4972109 

5073741 

5022925 

k 

735.5 

749.7 

2121.8 

478.7 

1000 

6270407 

6372312 

6321360 

4 

1081.3 

1099.7 

3112.2 

990.4 

2000  12105367  11985874  12045621 

8 

1430.0 

1457.0 

4123.5 

1011.3 

24 

1686.8 

1722.5 

4874.7 

751.3 

48 

1697.3 

1739.4 

4922.6 

47.9 

<*> 

1590.3 

1632.7 

4620.6 

-302.0 

legressioB  Output: 

Constant 

40097.48 

4  MONTH  STABILITY 

Std  Err  of  Y  Est 

162188.6 

-40  C 

E  Squared 

0.998935 

No.  of  Observations 

6 

Degrees  of  Preedoi 

4 

I  Coefficient(s)  6076.676 

Std  Err  of  Coef.  99.19593 

BE.  A  ceil 

B  cell 

C  cell 

AVC.  STD. 

0  0 

0  0  0 

0  0 

0  0 

0.5  2130814  2121731  2378740  2518736 

2596571  2544532 

2381854  192353.3 

1  3382603 

3682870 

3463445 

3599639.  126860.8 

2  4473437 

4525618 

4528844 

4509299.  25392.31 

4  6448878 

6382939 

7000937 

5610918  277095.7 

8  8096432 

9427615 

8665500 

8729849  545354.7 

24  3960974 

11171996 

9737083 

10290017  630315.3 

48  9600813 

12107873 

3353078 

10353923  1244346. 

72  9313029 

10725875 

9072647 

9703850.  729313.2 

foriulation 

Bt.E 

Date:  01/02/31 

Cblorbexidine 

30 

File:  4MSTA-40.ni 

Propylene  Glycol 

6 

PEG  300 

24 

Matrix 

40 

ELUTION  tATE  NOIKSSEET  FOR  CHLORREXIDINE  GLUCONATE  'A' 


TITLE  :  Chlorhexidine  Gluconate  ADD's  B.N.  D08031-PDDS1  S  liootb  Saaple  i  45  C/9n  U 


STANDARD  CALIBRATION  aiVE 

:  23Bai 

Data  of  Average  Values 

dil  adj 

•cg/il  AUC 

AUC 

AYGAUC 

Br. 

■Cg/ll  ICg/ll 

■cg/ci2 

dif  u/ci2 

D  0 

0 

0 

0.0 

0.0  0.0 

0.0 

0.0 

100  463111 

466557 

467334 

0.5 

256.3  256.3 

725.2 

725.2 

500  219793T 

2159333 

2173333 

1 

393.0  401.9 

1137.3 

412.1 

300  3323419 

3361757 

3342533 

2 

475.7  431.6 

1363.1 

225.3 

1000  4736595 

4731125 

4753350 

4 

563.1  575.3 

1623.0 

255.0 

2000  11213550  11120533  11167069 

8 

353.0  366.5 

2452.3 

324.3 

24 

1226.4  1239.3 

3507.2 

1054.3 

43 

1374.6  1393.0 

3942.2 

435.0 

72 

1310.9  1331.5 

3763.3 

-173.3 

Regression  Output: 

Constant 

-342102, 

6  NONTH  STABILITY 

Std  Err  of  T  Est 

412264.5 

45  C/903;  RB 

R  Squared 

0.391342 

1  No.  of  Observations 

6 

1  Degrees  of  Freedon 

4 

1  i  Coefficient(s) 

5560.752 

1  Sid  Err  of  Coef. 

252.1445 

1  HR,  A  cell 

B  cell 

C  cell 

AVC.  STD. 

0  0 

0 

0  0 

0  0 

0  0 

0,5  1009789 

396373 

1043022  1032541 

1170294  1244917  1082923.  91967.52 

1  1574676 

1949053 

2990036 

1371255.  217463.4 

2  1676694 

2379339 

2352522 

2303013.  433093.4 

4  1977629 

3639330 

2734457 

2317155.  699201.3 

3  2601752 

5205132 

5430242 

4429053.  1296971. 

24  4911387 

5259730 

7552015 

5477710.  1134523. 

43  6701965 

7037593 

3115733 

7301765.  596703.1 

72  5471697 

7527603 

6343511 

6947605.  437312.3 

Foriulation 

ft.R 

Date:  02/26/91 

Cblorbexidine 

30 

File:  5IISTA-45.ni 

Propjrlene  Gljrcol 

6 

PEG  300 

24 

latrix 

40 

83 


ELGTION  UTE  NOIKSBEET  FOE  CHIOIHEXIDINE  GLOCOilATE  "k" 


TITLE  :  Chlorhexidine  Gluconate  AOD's  B.N.  OOEOJl-PDDSl  6  ilontb  Sa^iie  i  31  C/90E  IB 


STAMUID  CAIIBUTION  CUIVE 

:  23B  M 

Data  of  Aiera{e  Values 

dil  adj 

■ce/ii  Auc 

AOC 

AYGAOC 

Br. 

■ct/il 

■Cg/ll 

■c{/ai2 

dif  u/n2 

D  0 

0 

0 

0.0 

0.0 

0.0 

0.0 

0.0 

100  461111 

466557 

467334 

0.5 

383.0 

383.0 

1084.0 

1084.0 

500  219793T 

2159B3B 

21788BB 

1 

466.1 

471.8 

1335.3 

251.3 

BOO  3B23419 

3B61757 

3842588 

» 

k 

557.2 

564.2 

1596.6 

261.4 

1000  4TB6S95 

4731125 

4758860 

4 

787.6 

796.0 

2252.6 

656.0 

2000  11213550  111205B8 

11167069 

8 

1122.6 

1134.4 

3210.4 

957.8 

24 

1348.7 

1365.6 

3864.5 

654.1 

48 

1289.5 

1309.7 

3706.5 

-158.0 

(  L 

1515.3 

1534.6 

4342.9 

636.4 

tegressioo  Output: 

Constant 

-342102. 

6  BONTH  STABILITT 

Std  Err  of  T  Est 

412264.6 

38  C/9n  IB 

I  Squared 

0.991842 

Ho.  of  Observations 

6 

Degrees  of  Ereedoi 

4 

1  Coefficient(s)  5561.762 
Std  Err  of  Coef.  252.1445 

BE.  A  cell 

B  cell 

C  cell 

AVG.  STD. 

0  0  0 

0  0 

0  0 

5  0 

0.5  2032163  2223901 

1677148  1760453 

1469470  1503315 

1787842  282175.6 

1  2266486 

2401121 

2081271 

2249627  131122.4 

2  3352777 

2469674 

2446307 

2756252.  421314.2 

4  4892261 

3446749 

3774163 

4037724.  618856.2 

8  6747489 

5254448 

5699426 

5900454.  625887.1 

24  7484229 

7379074 

6610054 

7157785.  389676.6 

48  7412122 

7007982 

6065073 

6828332.  564402.0 

72  3202462 

7964303 

7084958 

3083907.  868594.5 

Fonulation  Bt.E 

Date:  02/28/91 

Cblorbexidine  30 
Propylene  Glycol  6 
PEG  300  24 
Batrix  40 

File:  61ISTA-38.ni 

84 


ElOTION  lATE  VOUSREST  FOI  CHLOIflEXIDINE  GlUCOtlATE  'A' 

TITLE  :  Chlorhexidioe  Gluconate  ADD's  B.N.  00g031-PDDSl  (  yonth  Saiple  |  iST 
STANDAID  CAllBEATlOM  CUIVE 

=  !3S  u  Data  of  Average  Values 

dil  adj 


ic;/il 

AOC 

AGC 

AYGAUC 

Br. 

■Cg/ll 

■Cg/|[ 

■ct/ci2 

dif  u/a2 

0 

0 

0 

0 

0.0 

0.0 

0.0 

0.0 

0.0 

100 

400111 

466557 

467334 

0.5 

415.7 

415.7 

1176.4 

1176.4 

500 

219T93T 

2159030 

2170000 

1 

550.4 

564.6 

1597.9 

421.5 

000 

3023419 

3061757 

3042500 

V 

k 

710.4 

726.7 

2056.7 

450.8 

1000 

4706595 

4731125 

4750060 

4 

1007.1 

1017.9 

2000.5 

023.9 

2000  11213550  11120500  IIIS7009 

0 

1369.3 

1304.4 

3917.0 

1037.3 

24 

1719.3 

1740.4 

4925.4 

1007.6 

40 

1761.6 

1707.4 

5050.3 

132.9 

72 

1669.1 

1695.6 

4790.5 

-259.9 

legressioD  Output: 

Constant 

-342102. 

6  INNTB  STABILITY 

Std  Err  of  Y  Est 

412264.6 

EOOH  TQIPElAlllE 

1  Sqiared 

0.991042 

!io.  of  Observations 

6 

Degrees  of  .^reedoi 

4 

0  Coefficieot(s)  5560.762 

Std  Err  of  Coef.  252.1445 

HE.  A  cell 

B  cell 

C  cell 

AVC.  STD. 

0  0 

0  9  0 

0  0 

0  0 

0.5  2015344  2 

196492  1000163  1001409 

1919007  1995502 

1969359.  123620.4 

1  2469263 

2549557 

3270177 

2762999  360123.9 

2  3707421 

3629135 

3621104 

3652553.  30935.50 

4  5161096 

5147001 

3465163 

5250046.  146552.6 

0  7320602 

7107940 

7379002 

7272141.  117900.1 

24  9606430 

0372149 

9606579 

9221713.  :01620.7 

40  0071077 

10295070 

9194121 

9453609.  609940.1 

72  0343151 

9230049 

9245659 

0939619.  421015.1 

Eonulation 

It.E 

Date:  03/00/91 

Cblorbeiidine 

30 

File:  61ISTA-iT.ni 

Propplene  Gljrcol 

6 

PEG  300 

24 

Eatrix 

40 

85 


ELUTION  EATE  lOUEBEET  FOE  CHLOEBEEIDINE  aUCONATE  'A‘ 


TITLE  :  Cblorhexidise  Glaconate  ADD's  B.N.  DOSOBl-PDDSl  c  lionth  Saaple  §  2T/NATE1 


STANDAID  ULIBEATIOM  CUIVE 

--  23E  n 

Data  ol  Average  Values 

dil  adj 

■cc/al  AUC 

AUC 

AVGAUC 

Br. 

■cg/al 

■Cg/ll 

icg/n2 

dif  'i/ci2 

0  0 

0 

0 

0.0 

0.0 

0.0 

0.0 

0.0 

100  mm 

100557 

107331 

0.5 

311.5 

341.5 

900.4 

966.1 

500  21S753: 

2159838 

2178888 

1 

600.7 

611.9 

1731.5 

765.2 

BOO  3823419 

3801757 

3812588 

2 

743.1 

752.5 

2129.6 

398.1 

1000  4T8659S 

1731125 

1758800 

4 

1052.6 

1063.8 

3010.5 

880.9 

2000  11213550  11120588  11107009 

8 

1619.7 

1035.4 

1028.3 

1617.8 

24 

1868.3 

1893.2 

5357.8 

729.5 

18 

2117.9 

2140.0 

0073.1 

715.3 

1  L 

2043.3 

2075.7 

5874.1 

-199.0 

Ecgressioa  Output: 

Constant 

-342102. 

0  BONTH  STABllin 

Std  Err  of  Y  Est 

412264.6 

23  am  lATEI 

E  Squared 

0.991842 

”o.  of  Observations 

A 

0 

Degrees  of  Freedoi 

1 

X  Coefficient (s)  3560.762 

Std  Err  of  Coef.  252, 

.1145 

BE.  A  cell 

B  cell 

C  cell 

AVG.  STD. 

0  0 

0  0  0 

0  0 

0  0 

0.5  1092009  1132131  1819230  1821720 

1824720  1001975 

1556790  318902.3 

1  2833779 

3073257 

3188331 

3031789  147685.1 

2  3964771 

3521818 

3888913 

3791835  193420.3 

1  5288056 

5136404 

-:i09667 

5511375.  127562.0 

8  8179055 

10024800 

7789272 

8564395.  975065.8 

24  3833503 

13004202 

7253804 

10050523  2350189. 

48  10569555 

12290671 

11439117 

11435214  705098.4 

72  11621978 

10588402 

10859959 

11023446  137504.3 

forwlation 

It. 8 

Date:  02/28/91 

Cblorbexidine 

30 

File;  OBSTA-ER.IKI 

Propplene  Glgcol 

6 

PEG  300 

21 

Batrix 

10 

86 


ELLTIWI  lATE  HOUSHEH  FOR  CfllOMEXlDINE  GLUCONATE  'A* 


TITLE  :  Cblorheiidine  Gluconate  AOO's  B.N.  OOEC3l-PI)OSl  6  Nosth  Saiple  $  -  40  C 


STAMDAEO  CALIBIATION  CURVE 

:  238  ni 

Data  of  Average  Values 

dil  adj 

■es/ii  AUC 

AUC 

AVCAUC 

Br. 

■Cg/il 

■Cg/li 

acg/ci2 

dif  u/ca2 

0  0 

0 

0 

0.0 

0.8 

0.0 

0.0 

0.0 

too  4B8111 

400557 

407334 

0.5 

402.7 

402.7 

1309.4 

1309.4 

508  213T53T 

2159838 

2178888 

1 

588.5 

595.4 

1085.0 

375.0 

800  3823419 

3801757 

3842588 

2 

709.0 

7I8.S 

2033.2 

348.3 

1000  4T86S95 

4731125 

4758800 

4 

981.8 

992.4 

2808.0 

•fit,  1 

i 

2000  11213550  11120588 

11107009 

8 

1275.1 

1289.8 

3058.1 

841.5 

24 

1524.7 

1553.9 

4397.4 

747.4 

48 

1508.8 

1533,9 

4482.3 

84.9 

72 

1758.0 

1781.4 

5041.5 

559.1 

Regression  Output: 

Constant 

-342102. 

0  RONTH  STABlLin 

Std  Err  of  Y  Est 

412204.0 

-40  C 

R  Squared 

0.991842 

No.  of  Observations 

0 

Degrees  of  Freedoa 

4 

X  Coeffieient(s)  5500.702 

Std  Err  of  Coef.  252.1445 

HR.  A  cell 

B  cell 

C  cell 

AVG. 

STD. 

0  0 

0  0  0 

0  0 

0 

0 

0.5  2349318  2259403  7300281  2405449 

1977451  2032281 

2230038 

166I90.6 

1  2822315 

3298349 

2009804 

2930156 

207693.1 

2  3073438 

4323118 

2815447 

3004001 

017459.3 

4  5500934 

0121520 

3729713 

5117391 

1013417. 

8  7509981 

7204724 

5469803 

6749189. 

309441.7 

24  8395000 

3053440 

7527066 

8192237. 

481508.5 

48  8934111 

7885349 

8192598 

8337352. 

440225.2 

72  9119582 

10013321 

8508504 

■433822, 

803835.0 

foriulation 

Vt.R 

Date; 

02/26/91 

Cblorbexidine 

30 

File: 

0RSTA-4O.RI1 

Propylene  Glycol 

0 

PEG  300 

24 

Ratrix 

40 

87 


ELCTIOS  RATE  TORRSGEET  FOR  SILVER  Sl'LFADIAZlGE  ’A* 

TITLE  :  20:10  Silver  iulfa(liaiise:CblorbexidiDe  Gluconate  ADD's  B.N.  0101R1-PDDS2  Set  1 


STANDARD 

CALIBRATION  OIRVE 

254  u 

Oita  of  Average  Values 

dtl  ad] 

■c;/il 

AOC 

AOC 

AVGAOC 

Hr. 

■C{/ll 

Kg/ll 

■cg/ca2  dif 

i/ca2 

0 

0 

0 

0 

0.0 

0.0 

0.0 

0.0 

0.0 

1 

47448 

49730 

48614 

0.5 

2.9 

2.9 

8.3 

8.: 

5 

281594 

286471 

284033 

1 

4.2 

4.3 

12.1 

3.8 

to 

568117 

576598 

572358 

2 

6.4 

6.5 

18.3 

6.1 

15 

833426 

847205 

840316 

4 

9.2 

9.4 

26.6 

8.3 

8 

11.2 

11.5 

32.5 

5.9 

24 

12.2 

12.4 

35.2 

2.8 

48 

14.0 

14.3 

40.5 

5.3 

72 

13.8 

14.2 

40.0 

-0.5 

Regression  Output: 

Constant 

•1388.48 

Std  Err  of  V  Est 

7360.972 

R  Squared 

0.999679 

No.  of  Observations 

5 

Degrees  of  Freedoi 

3 

T  Coefficient(s)  56524.57 

Std  Err  of  Coef.  584.1305 

HR. 

A  cell 

B  cell 

Ccell 

AVG. 

STD. 

0 

0  0 

0 

0  0 

0  0 

0 

0.5 

172125 

162597 

160724 

165148.6 

4991.923 

1 

232959 

251906 

226010 

236958.3 

10943.C9 

<0 

354554 

360935 

358230 

357906.3 

2615.066 

4 

523156 

510231 

526826 

520071 

7117.416 

8 

649196 

675252 

577233 

633893.6 

41453.20 

24 

694514 

703979 

659998 

686163.6 

18901.11 

48 

837370 

741313 

792565 

790416 

39244.53 

72 

759865 

815255 

760980 

778700 

25852.29 

Foriulation 

It.R 

Date: 

11/26/90 

Silver  snlfadiaxine 

20 

File: 

S010l811.ni 

Cblorhextdine  gluconate 

10 

Pluronic 

L-62 

20 

Matrix 

50 

88 


EIIITION  UTE  KOUSBEEI FOI  CHLOIflaiDIRE  CLUCORATE  'A' 

TITLE  :  20:1D  Silver  SuihdiiziDetChiorheiidioe  Gluconate  Alffi's  B.R.  0101E1-PPDS2  Set  1 


STANDAIO  UIIBIATION  CUIVE 

:  !3Em 

Data  of  Averafe  Values 

dtl  adj 

«{/■!  AtIC  AUC 

AVGADC 

Br. 

■Cg/il 

■C{/ll 

■cs/ci2 

di(  u/ci2 

9  0  9 

0 

0.0 

9.9 

9.0 

0.0 

9.0 

too  SSSCBA  S9197S 

573790 

0.5 

110.1 

110.1 

311.6 

311.6 

509  2909T9T  395S439 

302236S 

1 

1(7.6 

150.4 

(25.6 

114.0 

390  (953231  (317120 

(3S520( 

2 

213.( 

217.1 

614.5 

183.9 

1000  5927591  5357309 

5392700 

( 

320.3 

325.6 

921.5 

307.9 

2000  1200(37(  12231309  121(32(2 

3 

4(1.0 

4(9.1 

1270.3 

3(9.3 

2( 

593.3 

519.9 

1(71.2 

209.4 

(3 

7(7.5 

760.2 

!151.( 

630.2 

72 

762.1 

730.3 

2209.7 

53.3 

Eetression  Output: 

Constant 

-25235.1 

Std  Err  of  Y  Est 

32715.31 

R  Squared 

0.999721 

Ro.  of  Observations 

6 

Decrees  of  Freedw 

( 

1  Coefficieot(s)  6062.320 
Std  Err  of  Coef.  50.53963 

BI.  A  cell 

B  cell 

Ccell 

AfG.  STD. 

0  9  0 

9  0 

9 

9  9  0 

0.5  779832  75(330 

5226(7  569531 

623037 

593322  6(2313.1  9(262.70 

1  1903322 

735(91 

395256 

369356.:  333(4.39 

k 

11(0339 

11(2635 

12637(7.  179592.1 

4  2177(81 

1766734 

1305256 

1916507  135203.6 

3  28752(1 

2532709 

2537539 

26(3513  160333.2 

24  (979036 

2577673 

2530797 

3059(73.  71(332.7 

(3  (563503 

(639061 

(261(7( 

(5963(7.  130010.3 

72  4662512 

(695151 

4(27337 

(595000  119302.1 

Ponulation 

Bt.R 

Date:  11/12/90 

Silver  suifadiaxine 

20 

File:  C0I91311.RE1 

Cblorheiidine  {luconate 

10 

Pluronic  L-52 

20 

Batrix 

50 

89 


ELUTION  RATE  WRXSHEET  FOR  SILVER  SCLF.ADIAZINE  "A' 


TITLE  :  20:10  Silver  jjlfiduzine.'Cblarbexidine  Gljconaie  ADD's  3.N.  3101S1-FDDS2  Set  2 


STANDARD 

CALIBtlTlON  aiVE 

: 

254  n 

Data  of  Average  Valaes 

dil  adj 

■C{/ll 

Al'C 

AOC 

Avaoc 

Hr. 

■cg/al 

iCg/«l 

■cg/ca2  dif 

j/ci2 

0 

0 

0 

0 

0.0 

0.0 

0.0 

0.0 

0.0 

1 

4744S 

49780 

48614 

0.5 

2.7 

2.7 

7.6 

7.5 

i 

2R1594 

286471 

284033 

1 

4.3 

4.3 

12.3 

4.7 

10 

568117 

576598 

572358 

2 

5.8 

5.9 

16.8 

4.5 

15 

833426 

847205 

340316 

4 

9.0 

9.2 

26.0 

9.2 

8 

11.6 

11.8 

33.4 

7.4 

24 

12.8 

13.1 

37.2 

3.8 

48 

14.3 

14.6 

41.4 

4.2 

72 

12.8 

13.1 

37.2 

-4.2 

Regression  Outpat: 

Constant 

Std  Err  of  Y  Est 

R  Squared 

No.  of  Observations 

Degrees  of  Freedoi 

i  Coeffieieot{s)  56524.57 
Std  Err  of  Coef.  584.1305 

-1388.48 

7360.972 

0.999679 

5 

3 

HR.  A  cell 

Bcell 

C  cell 

AVC. 

STD. 

0  0  0 

0 

0  0 

0  0 

0 

0.5  156481 

149805 

144629 

150305 

4851.458 

1  256043 

230484 

233125 

239884 

11476.89 

2  335883 

313159 

333666 

327569.3 

10229.76 

4  521096 

501791 

505004 

509297 

8445.635 

8  668402 

657800 

631563 

652588.3 

15484.38 

24  865599 

603376 

704010 

724328.3 

108011.8 

48  888498 

747036 

785088 

806874 

59770.93 

72  785088 

667302 

710541 

720977 

48648.86 

Fonalation 

It.R 

Date: 

11/26/90 

Silver  sulfadiazine 

20 

File: 

S0101812.ini 

Chtorhexidine  gluconate 

10 

Plurooic  L-62 

20 

Hatrii 

50 

90 


ELUTION  lATE  NOUSHEET  FOi  CHLOIfiEXIDINE  GLUCONATE  'A' 

TITLE  :  20:10  Silver  Sulfadiuioe:Cblorhexidioe  Gluconate  ADD's  B.N.  OI0tEl-PPDS2  Set  2 


STANDAID  CALIBRATION  CUITE 

:23tni 

Data  of  Average  Talues 

dil  adj 

ic{/il  AOC 

AOC 

ATUOC 

Or. 

■Cg/ll 

>C{/ll 

■cg/ai2 

dif  u/d! 

0  0 

0 

0 

0.0 

0.0 

0.0 

0.0 

0.0 

100  SSS604 

50197S 

570790 

0,5 

07.6 

07.6 

247.0 

247.0 

SOO  2939292 

3056429 

3022066 

1 

127.0 

129.9 

387.7 

119.9 

too  495]2» 

4S17I20 

4005204 

2 

100.9 

192.0 

543.5 

175.0 

1000  592T591 

5057109 

5092700 

4 

295.9 

3D0.6 

050.7 

307.2 

2000  12004674  l22tlS09 

12143242 

0 

413.3 

420.7 

1190.4 

339.0 

24 

600.4 

610.7 

1751.0 

560.6 

40 

691.0 

707.0 

2000.9 

249.9 

72 

707.5 

724.0 

2051.3 

50.4 

Regression  Output: 

Constant 

Std  Err  of  Y  Est 

R  Squared 

No.  of  Observations 

Degrees  of  Freedoi 

X  CoefficienKs)  6062.320 
Std  Err  of  Coef.  50.50960 

-25235.1 

02715.01 

0.999721 

5 

4 

BR.  A  cell 

B  cell 

C  cell 

ATG. 

STD. 

0  0  0 

0  0 

0 

0  0 

0 

0.5  409141  464261 

634469  637009 

450776 

437715  505695.1 

93731.60 

1  340500 

792349 

614033 

749227.3 

97042.37 

2  U21776 

U76662 

1060535 

1119657. 

47432.30 

4  1792132 

1730964 

1702101 

1760425. 

26799.10 

0  2517037 

2444906 

2477399 

2400047. 

29032.70 

24  3495550 

3706013 

3707610 

3663060. 

123037.3 

40  3993441 

4271955 

4241134 

4160043. 

124664.7 

72  4160022 

4405730 

4226442 

4264067. 

103701.3 

fomlation 

ft.O 

Date: 

11/12/90 

Silver  sulfadiaaine 

20 

File: 

C0101012.ni 

Chlorhexidine  gluconate 

10 

Pluroi'ic  L-62 

20 

latrix 

50 

91 


ELLTtOX  RATE  tfORKSHEET  FOR  SILVER  SELEADIWISE  "A’ 

TITLE  :  !0:1D  Silver  jjlfadia2iiie;Chlorhc]iidin6  Gljconate  AOD'$  3.N.  DIOISI-PGSST  2  'Jo;i!L  Stability  IS  C 


STANDARD 

CVLIBRATI 

ON  aiVE 

z 

!54  u 

Data  of  Average  Valaes 

dil  adj 

■c;/il 

AL'C 

ACC 

AVGACC 

Br. 

■cg/al 

■cg/al 

■c;/ci2  dif 

3/ei2 

0 

0 

0 

0 

0.0 

0.0 

0.0 

0.0 

0.0 

1 

770 

7SI. 

787 

0.5 

4.5 

4.5 

12.S 

12.8 

5 

3389 

4124 

4057 

1 

6.7 

6.8 

19.2 

6.4 

10 

3798 

8425 

8612 

2 

10.1 

10.3 

29.2 

10.0 

IS 

12552 

12799 

12676 

4 

14.2 

14.5 

41.0 

11.8 

8 

18.8 

19.1 

54.2 

13.2 

24 

27.5 

28.0 

73.1 

24.9 

48 

33.6 

34.3 

97.0 

17.9 

72 

35.6 

36.5 

103.2 

6.2 

Regressioo  Oatput: 

Constant 

-64.7625 

Std  Err  of  Y  Est 

128.6688 

2  ilONTH  STABILITY 

R  Squared 

0.999570 

45  C/  30S  RE 

No.  of  Observations 

5 

Degrees  of  Freedoa 

3 

X  Coefficient(s)  852.7137 
Std  Err  of  Coef.  10.21052 

BE.  A  ceil 

B  cell 

Ccell 

AVG.  STD. 

0  0  0 

0 

0  0 

0  0  0 

0.5  3607  3540 

3876 

4008  3902 

3809  3790.333  165.2338 

1  4636 

6253 

5969 

5619.333  704.3213 

2  7983 

9181 

8585 

8585  486.6319 

4  10808 

13646 

11729 

12061  1182.153 

3  13160 

18272 

16448 

15960  2115.300 

24  24385 

23191 

22530 

23388.66  767.6502 

48  25851 

30164 

29714 

28576.33  1935.838 

72  27440 

31678 

31811 

30309.66  2029.887 

Foraulation 

It.S 

Date:  01/09/91 

Silver  sulfadiazine 

20 

File:  S2HSTA45.ni 

Chlorhexidine  gluconate 

10 

Pluronic  L*62 

20 

latrii 

50 

92 


ElOTION  UTE  NOU^HEET  EOI  CHLOIHEXIDI.IE  ClimTE  'A' 

TITLE  :  2D:10  Silver  SulfadiaziQe.'Cblorbeiidioe  Glucooate  AGD's  U.  91D1S1-PPDS2  2  MTH  §  4S  C/m  IB 


STAMUID  CAllBIATION  CUIVE 

z 

233  u 

Data  of  Averace  Taiues 

dil  adj 

K{/ll 

AOC 

AOC 

ATGAl'C 

Sr. 

•Cg/ll 

■Cg/ll 

icg/ca2 

dif  'j/ca2 

t 

0 

0 

0 

0.0 

0.0 

0.0 

0.0 

0.0 

too 

4SS030 

(47423 

456229 

0.5 

37.2 

37.2 

246.7 

246.7 

500 

3001352 

3052565 

3026959 

1 

155.1 

157.3 

445.2 

193.5 

300 

5119063 

5211993 

5165523 

2 

232.6 

236.4 

669.1 

223.9 

1000 

6903573 

6631426 

6770000 

4 

330.7 

336.5 

952.4 

233.3 

3 

452.3 

461.1 

1304.3 

352.3 

24 

630.5 

641.3 

1316.3 

511.5 

43 

726.5 

742.3 

2100.7 

234.4 

72 

740.9 

759.0 

2148.1 

47.4 

legression  Outpat: 

CoDstaot 

Std  Err  of  Y  M 

1  Squared 

!fo.  of  Observatioos 

Degrees  of  Freedoa 

X  Coefficieot(s)  6765.423 
Std  Err  of  Coef.  213.3171 

-163662. 

134491.5 

0.997026 

5 

3 

2  KONTH  STABILITY 
45  C/903  Ifl 

HI.  A  cell 

Been 

C  cell 

AVG.  STD. 

0  0  0 

0  0 

0  0 

0  0 

0.5  433012  435316 

435994  4730:: 

361334  350300  426096.5  53633.45 

1  334011 

369301 

303735 

335369  67734.39 

2  1433205 

1553652 

1227359 

1499733.  140316.3 

4  2037315 

2239375 

1334431 

2073390.  163220.4 

3  3133361 

2971175 

2593790 

2399603.  226215.9 

24  4364562 

4144143 

3736441 

4101717  233366.9 

43  5230710 

4423354 

4595313 

4751627.  345511.3 

72  5231533 

4397269 

4367225 

4848677.  374844.7 

fonalatioD 

lit  .3 

Date:  01/09/91 

Silver  suifadiaiine 

20 

File:  C21ISTA45.ni 

Chlorheiidioe  glucooate 

10 

Plurooic  L-62 

20 

lalrii 

50 

93 


EL(IT[ON  lATE  lOUSREET  FOI SILTQ  SDirAOIAZlNE  ’A’ 

TITLE  :  20:10  Siher  rjlfadiaiae:Chlorhe:iidiDe  Gluconate  ADD's  B.H.  010181-PIffiS2  2  Ronth  Stability  28  C/OO 


STARDAID 

CALlBIATlOlt  aiVE 

: 

254  u 

Data  of  Average  Values 

dil  adj 

ICj/ll 

AL'C 

ACC 

AVGACC 

Br. 

■cg/tl 

•tg/il 

■cg/ci2  dif 

a/ci2 

0 

0 

0 

0 

0.0 

0.0 

0.0 

0.0 

0.0 

1 

782 

800 

791 

0.5 

5.5 

5.5 

15.5 

15.5 

5 

41(1 

4152 

1157 

1 

8.0 

8.2 

23.1 

7.8 

10 

8258 

8Sl( 

8387 

2 

11.7 

11.9 

33.( 

10.( 

IS 

135(5 

13380 

13473 

4 

12.5 

12.8 

3(.l 

2.5 

25 

22423 

21531 

21977 

8 

14.1 

14.4 

40.9 

4.7 

50 

44(4( 

4383( 

44241 

24 

19.8 

20.2 

57.0 

1(.2 

48 

25.2 

25.7 

72.7 

15.7 

72 

28.4 

29.0 

82.1 

9.4 

Eegression  Output: 

Constant 

-149.(43 

Std  Err  of  Y  Est 

22(.S197 

2  immi  STABiLin 

8  Squared 

0.399825 

38  C/902  8fl 

Ko.  of  Observations 

Degress  of  Freedoi 

5 

Y  Coefficieot(s)  887.47(4 
Std  Err  of  Coef.  5.239349 

n. 

A  cell 

Been 

C  cell 

AVG.  STD. 

0 

9  0 

0 

0  0 

0  0  0 

3.5 

5024  5133 

5093 

5118  38(3 

3904  4(39.l(S  578.9903 

1 

7133 

72SE 

651( 

5971.ECE  32E.7473 

n 

4 

3723 

11854 

9097 

10224.6(  1180.117 

4 

non 

11482 

10273 

19922  497.5(80 

8 

11(10 

14453 

lino 

12391  1472.273 

24 

17784 

17531 

1(352 

17422.33  348.2454 

48 

23335 

24007 

19284 

22208.((  208(.1(9 

72 

24501 

27912 

22(79 

25030. ((  21(8.944 

Fonilation 

It.B 

Date:  01/14/91 

Silver  sulfadiuine 

20 

File:  S21ISTA38.1II1 

Chlorheiidine  gluconate 

10 

Plurooic  L-(2 

20 

latrii 

50 

94 


ELUTION  UTE  KOUSHEET  FOt  CHLOEflEXIDINE  GLUCONATE  'A' 

TITLE  :  20:10  Silier  SuIfadiaziDe:CMorhexidii)e  Glucooate  Alffl's  B.N.  01DUI-?PDS2  2  SiONTI  B  31  C/90t  EH 
STANOAID  CALIBRATION  CURVE 

-  23t  la  Data  ot  km»ie  Valaes 

dil  adj 


ICg/ll 

AUC 

AUC 

AVGAUC 

Hr. 

■Cg/il 

■Cg/ll 

■c;/ci2 

dif  'ii/a! 

0 

0 

0 

0 

0.0 

9.0 

0.0 

0.0 

0.0 

100 

465030 

447426 

456229 

0.5 

67.1 

67.1 

246.5 

246.5 

500 

3001352 

3052565 

3026959 

1 

150.5 

152.7 

432.2 

165.7 

600 

5119063 

5211993 

5165526 

'  2 

217.4 

221.2 

626.0 

193.9 

1000 

6908573 

6631426 

6770000 

4 

276.6 

264.3 

604.5 

171.5 

6 

371.7 

376.7 

1071.6 

267.1 

24 

535.2 

544.5 

1540.1 

469.2 

46 

599.4 

612.6 

1734.3 

193.5 

72 

615.0 

630.0 

1762.9 

46.6 

RejressioD  Outpat: 


Constant  -1(3602. 
Std  Err  of  Y  Est  1B4491.5 
R  Sqtared  0.997026 
No.  of  ObserutioDS  3 
Oetrets  of  Freedoi  3 


X  Cocfficientfs)  6765.421 
Std  Err  of  Coef.  213.3171 


2  NONTH  STABILITY 
36  C/90%  Ifl 


HR.  A  cell 

Bcell 

C  cell 

AVG.  STD. 

0  0  0 

0  0 

0  0 

0  0 

0.5  337321  32228C 

466690  479376 

464570  463061 

425550  58330.37 

1  757669 

952695 

353614 

354732.6  79696.44 

2  1131350 

14(3441 

1327534 

1307441.  136317.3 

4  1679766 

1761634 

1706926 

1722642  43162.16 

6  2270736 

2512471 

2269766 

2350999  114176.5 

24  3474070 

3619667 

3276630 

3456929  140575.9 

46  3696102 

4261226 

3696276 

3691666.  275316.2 

72  4042276 

4146621 

3800297 

3997131.  145621.2 

FonuUtion 

Ht.% 

Date:  01/09/91 

Si  her  salfadiaiioe 

20 

File:  CaSTA36, 

Chlorbexidine  gUconate 

10 

1 

«.» 

i 

20 

Matrix 

50 

95 


:ii:iO!(  WE  XOMSHEET  FM  Slim  SUIFADIA2IIII  ’A' 

TITLE  :  20:10  SiUer  ijlfadiaiine:CUorheiidiae  Gliccr,-U  ADD':  S.S.  9101E1-PDDS2  2  Uontb  Stabili'.j  GT.'W: 
STAHDAID  ailUATION  CJEVE 

:  250  M  Data  »/  Areraee  Valaes 


dtl  adj 


■et/il 

ADC 

AOC 

AVGAOC 

Hr. 

icc/al 

■ct/il 

■ct/ci2 

dif  u/ci2 

0 

0 

0 

0 

0.0 

0.0 

0.0 

0.0 

0.0 

1 

732 

300 

791 

0.5 

3.2 

3.2 

3.9 

3.9 

5 

4161 

4152 

1157 

1 

5.7 

5.3 

16.5 

7.5 

10 

3253 

3516 

3337 

2 

3.9 

9.1 

25.7 

9.2 

15 

13565 

13330 

13473 

4 

7.6 

7.3 

22.2 

-3.5 

25 

22423 

21531 

21977 

8 

3.3 

9.0 

25.5 

3.3 

50 

44646 

43336 

44241 

24 

10.3 

11.0 

31.2 

5.7 

43 

13.3 

13.6 

33.4 

7.2 

72 

15.6 

15.9 

45.1 

6.6 

Eetressioo  Output: 

Constant  -U9.0A] 

Std  Err  oT  Y  Eat  22S.619T  2  UOMTH  STABILIH 

I  Squared  0.99982S  lOOH  TEHPEIATUEE 

No,  of  Observations  1 

Detrees  of  Freedoi  S 

X  Coe//icienf(s)  387.1761 
Std  Err  of  Coef.  5.239249 


m. 

A  cell 

B  cell 

Ccell 

Arc. 

STD. 

0 

0  0 

0  0 

0 

0  9 

9 

0.5 

2654  2535 

2701  2717 

2666 

2665  2656.333 

53.55336 

1 

1775 

;067 

5017 

4353 

127.5934 

2 

7454 

3104 

7776 

265.3651 

4 

6120 

7343 

6370 

6612.666 

529.3313 

3 

3014 

7425 

6595 

7673 

1003.625 

24 

3093 

3626 

3573 

3434 

233.3346 

43 

11707 

11417 

11362 

11662 

134.4360 

72 

13445 

14045 

13531 

13690.33 

256.3596 

Foriilatton 

HI.) 

7itc: 

01/14/91 

Silver  sulf: 

idiazine 

20 

File: 

S21ISTAlT.ni 

Chlorhexidine  tluconate 

10 

Pluronic  1-62 

20 

Natrii 

50 

96 


ELUTtOH  UTS  ffOIKSHEET  FOR  CHLORHEXIDI.'IE  GLUCONATE  'A' 

TITLE  :  !0:10  Silver  SjlfadUiioe:C1tlorbeiidiDe  Gljconate  ADD's  B.N.  DlOltl-FPDS!  !  HONTI  8  IT 


STAMID  CAIIBUTION  COIVS 

231m 

Bata  of  Average  Falues 

dil  adj 

■cc/il 

AOC 

AOC 

AVCAOC 

Br. 

■cc/il 

Kl/il 

KiJal 

dif  i/a2 

t 

0 

0 

0 

0.0 

0.0 

0.0 

0.0 

0.0 

100 

430(94 

421516 

429140 

0.5 

92.5 

92.5 

2(1.1 

261.1 

500 

2959605 

3014962 

2917214 

1 

159.7 

162.1 

451.6 

196.1 

too 

5224SS4 

5161120 

5196317 

2 

201.9 

212.9 

(02.5 

143.1 

1000 

5101496 

5111411 

5109954 

4 

317.3 

323.2 

914.5 

312.1 

1 

410.1 

411.7 

1115.0 

270.4 

24 

605.2 

615.5 

1741.9 

556.9 

41 

(74.1 

619.2 

1950.4 

201.6 

72 

720.0 

736.1 

2015.2 

134.1 

tegressioB  Ootpit: 

Coutaot 

-163662. 

2  BOim  STABILin 

Std  Srr  of  7  M 

114491.5 

lOOH  TBIPEU711S 

1  Sqaared 

0.997026 

No.  of  Observations 

5 

Degrees  of  Freedoi 

3 

i  Coefficient(s)  6765.421 
Std  Srr  of  Coef.  213.3171 

SI.  A  cell 

8  cell 

Ccell 

AFG.  STD. 

0  0  0 

9  0 

0  9 

0  0 

0.5  450637  469649 

459372  4(2167 

463212  463355  462253.3  6236.:3* 

1  322764 

375106 

353426 

317093.O  45336.31 

2  1262771 

1331913 

1154091 

1249594  73191.66 

4  2026374 

1363276 

1966305 

1337311.  27643.14 

I  261143: 

2712107 

2514755 

2(15331.  10114.il 

24  3744503 

4161256 

3110212 

3931013.  176676.5 

41  4071117 

4712747 

4406111 

4396707.  262001,5 

72  4751075 

4136427 

4527411 

4707327.  131131.9 

Fomlatioo 

It.S 

Date;  01/14/91 

Silver  salfadiaiine 

20 

File:  C21iSTAlT.ni 

Chlorhexidine  gluconate 

10 

Pt'jronic  L-(2 

20 

Batrii 

50 

97 


r-TIO!!  5.iTE  HOMSHEET  FOI SILVQ  SCIFADIAZIKE  'A' 

TITLE  :  :9;!:  .'.Iver  5j:rJiizise;Cb!orhexidiDe  Gljconate  AI»}'s  B.l  OlDlll-nffiS!  1  aootb  Stability  BT/'KATE 


STAN1>*ID  CALIBIATION  CDITE 

: 

154  m 

Data  of  Aierace  Values 

Oil  adj 

■Ct/il 

AOC 

ACC 

ATGACC 

Ir. 

■c;/il  Kg/ll 

■cc/ct2 

uif  u/ci2 

( 

0 

0 

0 

0.0 

0.0  0.0 

0.0 

0.0 

1 

?SI 

100 

:9i 

0.5 

5.0  5.0 

8.0 

8.0 

5 

41(1 

4152 

4152 

1 

5.8  6.0 

10.8 

8.2 

10 

1250 

8510 

8587 

2 

9.0  9.1 

25.8 

8.3 

15 

15505 

15580 

15475 

4 

10.1  10.5 

29.5 

5.5 

IS 

22425 

21551 

21877 

8 

9.5  9.0 

27.1 

-2.2 

50 

44640 

45850 

44241 

24 

12.1  12.4 

55.0 

7.3 

48 

15.1  15.4 

45.5 

8.5 

t  4 

10.1  10.5 

40.0 

5.1 

legressioo  Oatput: 

Constant 

-149.645 

Std  Err  of  T  L'l  220.6197 

2  llOffll  STABlim 

8  Squared 

0.999825 

25  C  ONDa  WATEI 

Vo.  of  Obserrations  7 

Degrees  of  Freedoi  5 

I  Coefficieot(s)  887.4704 

Std  Err  of  Coef.  5.253549 

U. 

A  cell  8  cell 

C  cell 

AVG. 

STD. 

9 

9  9  0 

0  3  J 

9 

0 

0.5 

2552  2448  2525 

2511  2557  2015 

2547.650  50.55311 

1 

i535  5507 

1995 

5065 

175.7540 

7600  7840 

7909 

7805  104.3066 

4 

5550  7750 

10204 

3850.600  1019.741 

8 

8481  7235 

8588 

8121.555  585.335{ 

24 

10040  3755 

11452 

10017.60  095.0809 

48 

12405  14000 

15190 

15213.50 

579.2409 

72 

14091  14707 

15595 

14150.55  455.0582 

Fonulation 

ft.8 

Date: 

01/14/91 

Silver  sulfadiasine  20 

File: 

SaSTABI.Wll 

Cblorbexidioe  gluconate  10 

Plurooic  1-62  20 

iUtrii 

SO 

98 


EICTION  lATE  lOIISHEET  FOI CHIOIHEIIDINE  GLl'CONATE  'A' 


TITLE  ;  29:10  Silver  SjlTadiiiir>e;Cb!arheiidiDe  Gljconale  ADD's  B.H.  910ltl-PPDS2  2  BONTH  |  IT/IATEI 


STANDAID  CAIIBIATION  CUITE 

z 

231m 

Data  of  Average  Values 

dil  adj 

let/il 

ADC 

ADC 

AVGADC 

Br. 

■cg/il 

■Cg/ll 

■cg/a2 

dif  iltal 

0 

0 

0 

0 

0.0 

0.0 

0.0 

0.0 

0.0 

too 

405030 

447428 

456229 

0.5 

104.0 

104.9 

294.3 

294.3 

500 

3001352 

3052565 

3026959 

1 

157.1 

159.7 

452.1 

157.7 

800 

5U9063 

5211993 

5165528 

2 

211.2 

215.1 

608.7 

156.7 

1000 

6001573 

6631426 

6770000 

4 

326.7 

332.0 

339.6 

330.3 

8 

425.4 

433.5 

1226.3 

287.2 

24 

602.9 

612.6 

1733.6 

506.8 

48 

663.5 

678.5 

1920.2 

186.6 

72 

693.3 

709.9 

2009.0 

88.3 

legressioB  Output: 

Coustant 

Sid  Err  of  Y  Est 

1  Squared 

Yo.  of  Observations 

Degrees  of  freedoi 

X  CoefficieBt(s)  6763.428 
Std  Err  of  Coef.  213.3171 

-163662. 

184491.5 

0.397025 

5 

2  UNTB  STABILITY 
23  C  LTfDEl  lATEt 

Bl.  A  cell 

6  cell 

C  cell 

Am.  STD. 

0  0  0 

0  0 

9  0 

D  5 

0.5  513842  511716 

491108  465885 

523902  532468 

533986.8  55743.33 

1  850732 

390842 

355805 

399459.6  43730.75 

2  1243265 

1220185 

1331519 

1264989.  47977.57 

4  2053341 

1862753 

2224664 

2046319.  147813.3 

8  2825217 

2547879 

2768888 

2714018  U9713.0 

24  4036312 

3775010 

3315230 

3308874  106799.2 

48  4601779 

3887557 

4485757 

4325031  312946.1 

72  4735352 

4010247 

4834986 

4526161.  367559.3 

Forialatioo 

1ft.*. 

Date;  01/09/91 

Silver  sulfadiaiine 

29 

Pile:  C2!ISTAn.ni 

Cblorbexidioe  gluconate 

10 

Pluronic  L-62 

20 

ifatrix 

50 

99 


el;;tios  rate  torksheet  for  silver  sclfadiazike  'a' 

TITLE  :  20:10  Silver  s'jlfa(liaiiiie:C!'ilorheiidiiie  dkconate  ADD's  O.N.  01D1R1-PDDS2  !  'Jootb  Stability  -13  C 
STANIUID  CALIBUTIOX  aiVE 

:  254  n  Dati  of  Average  Values 

dil  adj 


■Cg/ll 

ADC 

ADC 

AVCAOC 

Hr. 

Kg/ll 

■cg/al 

■cg/ai2 

dif  a/ci2 

0 

0 

0 

0 

0.0 

0.0 

0.0 

0.0 

9.0 

1 

770 

764 

757 

0.5 

2.5 

2.5 

7.1 

7.1 

5 

3089 

4124 

1057 

1 

4.8 

4.9 

13.9 

6.8 

10 

8798 

8425 

8612 

2 

6.7 

6.8 

19.2 

5.3 

15 

12552 

12799 

12678 

1 

9.3 

9.5 

26.9 

7  7 

1  0  t 

8 

12.4 

12.7 

35.8 

8.9 

24 

11.6 

11.9 

33.7 

-2.1 

48 

13.4 

13.7 

38.9 

5.2 

72 

15.2 

15.5 

44.0 

5.1 

tegressios  Outpat: 


CoDstaot  -c4,!S2S 
Std  Err  of  Y  Est  12S.6eSR 
R  Squared  3.999S70 
XOf  of  Obserratioos  5 
Degrees  of  freedoi  3 


X  Coefficieiit(s)  852.7107 
Std  Err  of  Coef.  10.21052 


2  iiOimi  STABILITY 
-40  C 


n. 

A  cell 

B  cell 

C  cell 

AVG.  STD. 

0 

0  0 

0  0 

0 

0  0  0 

0.5 

2073  2131 

1989  2025 

2143 

2088  2074.833  54.51121 

1 

4013 

3685 

4478 

4058.666  325.3473 

2 

5892 

5490 

5470 

5617.333  194.3902 

4 

8158 

7973 

7575 

7202  243.2461 

8 

10436 

10251 

10888 

10525  267.5605 

24 

9994 

3696 

3746 

3812  130.3022 

48 

11874 

10899 

11429 

11400.66  338.5459 

72 

12072 

12846 

13788 

12902  701.5722 

Fonalatioo 

It.E 

Date:  01/09/91 

Silver  salfadiazine 

20 

File:  S21ISTA4D.ni 

Chlorbexidine  glaconate 

10 

Plurooic  L-62 

20 

latrix 

50 

100 


ELOTIOH  lATE  VOUSHEET  FOR  CHLORHEXIDINE  GLUCONATE  'A' 


TITLE  :  20:10  Siher  S'jITadiaiinetCblorbexidioe  Gluconate  ADD's  U.  01D1E1-PPDS2  2 IIONTH  i  -40  C 


STANDAID  CALIBRATIOII  CHIVE 

: 

23t  m 

Data  of  Average  Values 

dil  adj 

■ce/ii 

ADC 

ADC 

AVGAOC 

8f. 

■C|/ll 

atg/il 

icg/ca2 

dif  u/ci2 

0 

0 

0 

0 

0.0 

0.0 

0.0 

0.0 

0.0 

100 

4(5030 

44742S 

456229 

0.5 

102.7 

102.7 

290.6 

290.6 

aOO 

3001352 

3052565 

3026959 

1 

1(1.3 

1(4.4 

4(5.1 

174.6 

too 

51190(3 

5211993 

51(5523 

2 

22(.6 

230.7 

652.9 

137.7 

1000 

690(513 

663I42( 

6770000 

4 

324.7 

330.4 

935.0 

2(2.2 

3 

447.0 

455.2 

1283.1 

353.1 

24 

613.4 

624.6 

1767.6 

479.4 

43 

(30.7 

(96.0 

19(9.7 

202.1 

72 

746.0 

763.0 

2159.4 

139.3 

Regression  Output: 

Constant 

Std  Err  of  Y  Est 

R  Squared 

Vo.  of  Observations 

Degrees  of  Freedoa 

X  Coefficieot(s)  (765.423 
Std  Err  of  Coef.  213.3171 

-1(3662. 

134491.5 

0.997026 

5 

3 

2  WNTB  STABILITY 
-40  C 

IR.  A  cell 

8  cell 

C  cell 

AVG. 

STD. 

0  0  0 

0  0 

0  0 

0 

0 

0.5  537867  574502 

564279  347423 

452120  459391 

531014.5  54439.36 

1  993647 

904004 

395194 

930943.3 

14430.30 

2  1355637 

1391307 

1360653 

1369705. 

15712.91 

4  1952977 

2116233 

2030(74 

2033296. 

56676.31 

3  27(3011 

2973739 

2345709 

2360319. 

36690.33 

24  3923171 

4000032 

4030719 

3936307. 

42975.17 

43  4196734 

4130455 

4946636 

4441291. 

357429.5 

72  4642974 

4735465 

5272224 

4333554. 

277412.7 

Fonilation 

«t.R 

Date: 

01/09/91 

Silver  sulfadiaiine 

20 

File: 

C3ISTA40.ni 

Chlorhexidine  gluconate 

10 

Pluronic  L-62 

20 

Datrix 

50 

101 


ELUTION  RATE  NOUSHEET  FOI SILVEI  SlTFiU)I.\Z[!(E  M' 

TITLE  :  20:10  Silver  3'<ilfadiazioe:Cblorhexidine  Gluconate  AlHl's  B.N.  DlOlSl-PIffiS!  4  liootb  Stability  15  C/  ) 


STANDAIl) 

CALIBIATION  CUIVE 

; 

254  m 

Data  of  Average  Values 

dil  adj 

ics/il 

ADC 

AOC 

AVGAUC 

Hr. 

■Cg/ll 

ICg/ll 

■cg/ci2  dif 

u/ci2 

0 

0 

0 

0 

0.0 

0.0 

0.0 

0.0 

0.0 

1 

102? 

1007 

1017 

0.5 

7.8 

7.8 

22.1 

22.1 

10 

9630 

9816 

9723 

1 

10.4 

10.6 

30.1 

8.0 

25 

2S359 

25639 

2S999 

2 

14.5 

14.7 

11.7 

11.6 

50 

50899 

49226 

50063 

1 

17.4 

17.7 

50.2 

8.5 

8 

23.8 

24.2 

68.5 

18.4 

24 

33.5 

34.1 

96.6 

28.0 

48 

43.1 

43.2 

114.4 

27.8 

72 

19.5 

50.5 

143.0 

18.6 

legressioD  Output: 

Constant 

Std  Err  of  Y  Est 

1  Squared 

No.  of  Observations 

Degrees  of  freedoB 

X  Coefficient(s)  1006.618 
Std  Err  of  Coef.  12.91383 

46.46175 

539.7304 

0.999506 

5 

3 

4  HOHn  STABILITY 

45  C/90t  IB 

HE.  A  cell 

B  cell 

AYG.  STD. 

0  0  0 

0 

0  0 

0  0  0 

0.5  5762  600? 

9583 

9158  8634 

8206  7891.666  1483.325 

1  8164 

I1808 

11656 

10542.66  1683.115 

2  12712 

16061 

I5046 

14606.33  1402.124 

4  15128 

19525 

17947 

17533.33  1818.743 

8  21019 

26402 

24541 

23987.33  2232.201 

24  32142 

36733 

32497 

33790.66  2085.585 

48  40763 

45471 

44070 

43434.66  1973.837 

72  42353 

51C11 

47908 

49824  1514.492 

Fonalat'10 

Itt.T 

Date:  OS/ll/SI 

Silver  sulfadiaiine 

20 

Pile:  S4HSTA45.ni 

Cblorhexidine  gluconate 

I9 

Pluronic  L-62 

20 

Hatrix 

50 

102 


KLUTIOff  m  WIKSflEKT  FOt  CRLOtflEEfOfKE  GLOCONATE  *A’ 

TITLE  :  211:10  Silver  SulfadiaiioetCblorhexidiDe  Gluconite  AlID's  B.N.  010U1-PFDS2 )  UONTH  MS  C/OOt  Ifl 


STANDAID  CALIBIATION  COIVE 

:  231  M 

Data  of  Average  Valaes 

dil  adj 

■c{/il  AOC  AI!C 

AYGADC 

Hr. 

•cg/il 

■cg/al 

■cg/ai2 

dif  i/ci2 

0  0  0 

0 

0.0 

0.0 

0.0 

0.0 

0.0 

100  403943  457909 

4(0929 

0.5 

157.4 

157.4 

445.6 

445.6 

500  219TS16  2200343 

2193930 

1 

212.7 

21(.( 

613.1 

1(7.5 

300  3590139  3733032 

1((153( 

2 

270.1 

275.4 

779.3 

1(6.2 

1000  4771401  4SSS302 

47133S2 

4 

3(2.3 

3(9.0 

1044.4 

2(5.0 

2000  11250345  11273955 

112(2150 

3 

4(1.9 

471.0 

1332.9 

2(3.6 

24 

(33.4 

(50.0 

1339.4 

506.5 

43 

713.9 

734.9 

2079.6 

240.2 

763.3 

736.3 

2225.1 

145.5 

tegressioo  Output: 

Coostaot 

-337433. 

4  MONTH  STABllin 

Std  Err  of  T  hi 

477216.2 

45  C/903  IB 

1  Squared 

0.939239 

No.  of  Observations 

( 

Degrees  of  Freedon 

4 

i  Coefficieat(s)  5597.022 
Std  Err  of  Coef.  291.3604 

HB.  A  cell 

8  cell 

Ccell 

AVG.  STD. 

0  0  0 

0  0 

0  0 

0  9 

0.5  434519  443325 

593991  5725(1 

4(3159  444485  493756.6  66050.31 

1  7930(2 

303323 

307319 

3030(3  7073.301 

2  1123131 

1123255 

1125(31 

1124039  11(1.4(2 

4  1753(02 

1540742 

1(21252 

1(40193.  39944.34 

3  2334226 

21(0787 

2093929 

2197930.  99594.33 

24  34323(9 

3219515 

2355(31 

3135333.  25(970.4 

48  3735907 

3(42100 

3430470 

3(3(159  1247(4.3 

72  4057255 

4005006 

3675572 

3912(11  1(39(3.7 

FomlatioB 

Ht.B 

Date:  03/11/91 

S1!?£i  J'jliddiUiQC 

20 

File:  Cl’JSTAtS.S!! 

Chlorhexidine  gluconate 

10 

Plurooic  L-(2 

20 

latrix 

50 

103 


aCTlOil  lATE  lORKBEET  FOR  SILVER  SUlfilDlAZl.'iE  "A" 

TITLE  :  20:10  Silier  siilfadiuiDe:Chlorb»idine  Gluconate  ADD's  B.N.  0101tl-PDDS2  4  Rontb  Stability  30  C/  0 


STANDARD  CALIBRATION  CURVE 

:  254  m  Data  of  Ayera{e  Values 

dil  adj 


■C{/ll 

ADC 

ADC 

AVGAUC 

Hr. 

■ce/ii 

■co/ll 

ick/ci2  dif 

i/ai2 

0 

0 

0 

0 

0.0 

0.0 

0.0 

0.0 

0.0 

1 

1027 

1007 

1017 

0.5 

5.0 

5.0 

1S.4 

l(.4 

10 

9(30 

901( 

9723 

1 

1  •! 

0*4 

7.3 

22.3 

5.9 

25 

2(359 

25(39 

25999 

2 

11.5 

11.7 

33.0 

10.7 

50 

50099 

4922( 

500(3 

4 

1S.2 

1E.5 

4(.( 

13.( 

0 

22.0 

22.4 

(3.4 

K.O 

24 

32.2 

32.0 

92.7 

29.3 

40 

42.2 

43.0 

121.( 

20.9 

72 

4(.l 

47.2 

133.5 

11.9 

Refression  Oitpni: 


Constant  46.4S17S 
Std  Err  of  Y  Est  539.7304 
R  Squared  0.39950c 
No.  of  Observations  a 
Oesrees  of  Freedoi  3 


I  Coefficient(s)  lOOS.OlO 
Std  Err  of  Coef.  12.91303 


4  MONTH  STABlLin 
30  C/9itt  RB 


HR. 

A  cell 

8  cel! 

Ccell 

AVC. 

STD. 

0 

0  0 

0  0 

0 

0  0 

0 

0.5 

S72(  (004 

5305  5599 

524( 

5447  50(7.033 

(43.1737 

1 

0013 

7900 

7500 

7031 

234.4397 

« 

11796 

110(5 

11112 

11591 

339.0735 

4 

1(00( 

15(50 

1(504 

1(34(.(( 

516.7135 

0 

22(37 

22024 

21905 

22l00.(( 

320.7203 

24 

331(1 

32149 

32097 

324(9 

405.7701 

40 

43401 

4(979 

37040 

42502.(( 

4112.909 

72 

4(177 

42547 

4C402.(( 

2307.035 

rorc^Iatiun 

ft.S 

Dat;: 

‘V 

•t4f 

Silver  sulfadiaaine 

20 

File: 

S4IISTA3(.ni 

Chlorbeiidine  jtucanate 

10 

Pluronic  L-l 

!2 

29 

Matrix 

50 

104 


ttUTfOS  WE  irOEKHEET  FOR  CHLORHEXIDINE  GIUCOSATE  'A' 


TITLE  :  :0:10  Silver  SulfadiazioetChlorhexidiDe  Gljcoaate  ADD's  B.H.  SlOiSl-PrOST  I  ilONTH  $  11  C/m  III 


STANDARD  CALIBWION  aiVE 

:23Eni 

Data  of  Ama{e  Values 

dil  adj 

■ce/al  ADC 

AUC 

AVGAOC 

Ir. 

•Cj/il 

■Cg/ll 

■cg/ci2 

dif  a/ct2 

0  D 

0 

0 

0.0 

0.0 

0.0 

0.0 

0.0 

100  (63948 

457909 

460929 

0,5 

155.2 

155.2 

439.2 

439.2 

500  2197616 

2200343 

2198980 

1 

211.6 

215.4 

609.7 

170.5 

800  3590139 

3733032 

3661586 

2 

285.2 

290.5 

822.0 

212.3 

1000  (771401 

4665302 

4718352 

4 

377.1 

384.3 

1087.5 

265.5 

2000  112S034S  11273955 

11262150 

8 

481.0 

490.4 

1387.9 

300.4 

24 

696.0 

708.1 

2003.8 

615.9 

48 

764.8 

782.2 

2213.8 

209.3 

14 

785.5 

804.6 

63.2 

Regression  Output: 

Constant 

Std  Err  of  Y  Est 

R  Squared 

No.  of  Observations 

Degrees  of  Preedoi 

X  CoefficieDt(s)  5597.022 
Std  Err  of  Coef.  291.8694 

•387483, 

477216.2 

0.989239 

6 

4 

4  RONTH  STABILITY 
38  C/90t  RS 

BE.  A  cell 

B  cell 

Ccell 

AVG.  STD. 

0  0  0 

0  0 

0  0 

0  0 

0.5  373604  354486 

516175  503917 

575466  563058  481117.6  86563.48 

1  767911 

836066 

785987 

796654.6  28828.51 

2  1203637 

1242238 

1179915 

1208635  25706.47 

4  1764696 

1763345 

1641467 

1723369.  57914.50 

8  2347500 

2398115 

21683(5 

2304653.  38574.64 

24  3122181 

3423668 

3979079 

3508309.  354309.3 

48  3864450 

4041324 

3774372 

3893382  110886.2 

72  3825230 

4280737 

7920376 

4008781  196185.6 

Fomlation 

ft.{ 

Date:  03/11/91 

Silver  sulfadiazine 

20 

File:  C41ISTA38.ni 

Chlorhexidine  gluconate 

10 

Pluronic  1-62 

20 

Ratrix 

50 

if 


105 


ELUTION  KATE  KOUSUEET  FOE  SllVEE  SULFADIAZINE  'A' 


TITLE  ;  29:10  Silrer  siilfadiaiioe:Cblorb»idise  Cljconate  ADD'a  S.-N.  910181-PDDS2  4  ilootb  Stability  §  IT 


STANDAIO 

CALIBIATION  CUIVE 

: 

254  m 

Data  of  Average  Valaes 

dil  adj 

■C{/ll 

AUC 

AUC 

AFGAUC 

Hr. 

■Cg/il 

■Cg/ll 

■cg/ci2  dif 

■i/txl 

9 

0 

0 

0 

0.0 

0.0 

0.0 

0.0 

0.0 

1 

1027 

1007 

1017 

0.5 

3.1 

3.1 

(.9 

9.9 

10 

9(30 

9gl( 

9723 

1 

4.3 

4.4 

12.3 

3.4 

25 

2(359 

25(39 

25999 

2 

7.2 

7.3 

20.9 

9.4 

50 

50(99 

4922( 

500(3 

4 

U 

9.0 

25.( 

4.2 

( 

9.( 

9,9 

27.9 

2.2 

24 

12.( 

12.9 

3(.3 

9.e 

4( 

12.0 

12.3 

34.9 

-1.5 

72 

l(.l 

12.4 

51.9 

17.1 

legressioB  Output: 

Coostaot 

Std  Err  of  Y  Est 

2  Squared 

No.  of  Observations 

Degrees  of  Freedoi 

1  Coefficieot(s)  100(.(12 
Std  Err  of  Coef.  12.31323 

4(.4(175 

539.7304 

0.99950( 

5 

3 

4  jfOHTB  STABILITY 
lOOH  TDIPEIATIIE 

n. 

A  ceil 

B  cell 

C  cell 

AVG.  STD. 

0 

0  0 

0 

0  0  0 

9  0 

0.5 

3345  3221 

3193 

3320  3129  3027 

3204  109.9122 

1 

4153 

4557 

434( 

4352  1(4.92(2 

2 

7179 

722( 

(959 

7321.333  3(7.9821 

4 

94(2 

7(0( 

97(4 

8952.(((  952.9203 

2 

12792 

91(3 

2133 

9(92  2192.0(5 

'll 

ml 

19250 

19399 

17540 

12729.(8  3491.9(3 

42 

12399 

113C1 

119(4 

I!I05.(E  200.34(9 

72 

22134 

15234 

1722( 

19212  2992. 97E 

Foniulation 

ift.J 

Date:  03/12/91 

Silver  sulfadiazine 

29 

File:  S4ltSTA2T.ini 

Cblorbeiidine  gluconate 

10 

Pluronic  L-i 

20 

Jatrix 

50 

106 


ELUTIOK  lATE  WORKSHEET  FOR  CHlORBEKIDtHE  GLUCONATE  'A' 

TITLE  :  20:10  Silver  S'alfadiaiine:Clilorhe](idiQe  Ghconate  ADD's  B.N.  0101S1-PFDS2  1  !IONTH  S  RT 


STANDARD  CALIBRATION  CURVE 

:  238  u 

Data  of  Average  Values 

dil  adj 

>c;/il  ADC 

ADC 

AVGAUC 

Hr. 

■Cg/ll 

■Cg/lt 

■cg/ci2 

dif  u/ci2 

0  0 

0 

0 

0.0 

0.0 

0.0 

0.8 

0.0 

too  WHi 

457909 

460929 

0.5 

170.5 

170.5 

4B2.6 

4B2.6 

500  219TE1( 

2200343 

21989B0 

1 

194.6 

19B.3 

562.B 

80.2 

BOO  3500139 

3733032 

36615B6 

2 

2B0.B 

2B5.7 

80B.6 

245.8 

1000  4TT1401 

4665302 

471B352 

4 

376.6 

3B3.7 

10B5.B 

277.2 

2000  11250345  11273955  11262150 

B 

494.4 

503.B 

1425.B 

340.1 

24 

755.1 

767.4 

2171.9 

746.0 

4B 

928.4 

247.2 

2680.7 

508.3 

•Kl 

1 4 

359.6 

9B2.8 

2781.3 

100.6 

Regression  Output: 

Constant 

-387483. 

4  MONTH  STABlLin 

Std  Err  of  Y  Est 

477216.2 

ROOU  TQtPERAIllE 

R  Squared 

0.989239 

No.  of  Observations 

6 

Degrees  of  Freedoa 

4 

I  Coefficient (s)  5597.022 
Std  Err  of  Coef.  291.8694 

HR.  A  cell 

Been 

Ceell 

AVC.  STD. 

0  0  0 

0  0 

0  0 

0  0 

0.5  625430  601655 

622078  607702 

472033  473013 

566385.1  67277.48 

1  668234 

723233 

713629 

701722  23997.34 

2  1215138 

1126833 

1211254 

1184408.  40742.77 

4  1777160 

1787343 

1597328 

1720610.  87272.84 

8  2470242 

2385835 

2283246 

2379774.  76460.39 

24  4094626 

3754148 

3667406 

3838726.  184380.7 

48  5057604 

5151629 

4216463 

4808565.  420435.5 

72  5134558 

5103613 

4711922 

4983364.  192354.0 

fomlation 

irt.8 

Date:  03/18/91 

Silver  sulfadiazine 

20 

File:  C4HSTART.HK1 

Cblorhezidine  gluconate 

10 

Flu/onic  1'62 

20 

Hatrii 

50 

107 


aiTIOff  m  lOMSHEET  FM  SIIFB  SUlfADIA2I.1£  "A" 


riTIi 


ilOMO  Silver  sulfadiaziDelChlorhexidiae  Gljconite  ADD's  !)•**' 


OlOtl)  PW>S2  4  aonth  Stability  21/11 


STAMID  CALIBIATION  CU2VE 
:  254  01 


•Cg/ll 

ACC 

AUC 

ATGAOC 

0 

0 

0 

0 

1 

102? 

too? 

1017 

10 

9630 

9216 

9723 

25 

26359 

25639 

25999 

50 

50299 

49226 

50063 

Hr. 

0.0 

0.5 

1 

2 

4 

2 

24 

42 

*U 


D,|,  Arerogt  Values 
dtl  adj 


'■1 

0.0 

■cg/"l 

■cg/ci2 

dif  i/ci2 

0.0 

0.0 

0.0 

3.3 

3.3 

9.3 

9.3 

».2 

5.2 

14.2 

5.5 

1 

7.9 

22.3 

7.4 

i’.l 

9.9 

22.1 

5.9 

11.2 

12.1 

34.1 

6.0 

14.2 

15.1 

42.6 

2.5 

13.2 

14.1 

40.0 

-2.7 

20.4 

20.2 

52.2 

12.2 

legressioQ  Output: 


Constaot  46.40125 
Std  Err  of  Y  Est  529.:204 
2  Squared  0.999506 
!to.  of  Observations  5 
Degrees  of  Freedoa  2 


4  HOHTH  STABILin 
23  C  Lm  lATEE 


1  Coefficient(s)  1006.612 
Std  err  of  Coef.  12.91323 


HR. 

A  cell 

B  cell 

C  cell 

AVC.  5TO. 

0 

0  0 

0  0 

0 

0  “  .! 

0.5 

3499  3414 

3569  3593 

3002 

3103  3304.333  227.3203 

1 

4602 

5765 

5357 

5343.333  479.  327 

2 

7704 

2272 

7526 

7134  311.1236 

4 

9336 

10297 

9345 

9159.333  733.7503 

2 

12923 

12606 

11935, 6C  1113.009 

24 

12792 

16599 

15451 

14919.-'  .6— 

42 

13592 

15461 

12650 

13901  1162.201 

72 

15420 

24236 

21596 

;Oi;|7,33  3905.359 

Fonulatioo 

n.% 

Dili;  03/13/91 

Silver  sulfadiazine 

20 

pil,:  S4HSTAW.W1 

Chlorhexidine  gluconate 

10 

rijrosic  1- 

c 

20 

Hatrix 

30 

10« 


ELUTION  UTE  ROUSSEET  EOI  CHLOIflElIDINE  CLUCORATE  'A' 


TITLE  :  :5:1D  Silver  Sjlfailiajioe:Cblorbeiidine  Glucoaale  AM's  B..1.  D101E1-PPDS2  1  'JONTT!  «  ST, 'RATS 


ST^'Q)A1D  CALIBIATION  CUIVE 

:  23E  im 

Data  of  Average  Values 

dil  adj 

■cs/il  AUC  ACC 

AVGACC 

Hr. 

Mg/ll 

■Cg/ll  1 

icg/ci2 

dif  u/ci2 

0  D  0 

0 

0.0 

0.0 

0.0 

0.0 

0.0 

100  403948  457909 

460929 

0.5 

161.3 

161.3 

456.6 

456.6 

500  2197016  2200343 

2193930 

1 

197.3 

201.3 

571.2 

114.6 

100  3590139  3733032 

3661586 

2 

279.9 

234.3 

306.1 

234.9 

1000  4771401  4065302 

4713352 

4 

379.6 

336.6 

1094.0 

238.0 

2000  11250345  11273955  U202150 

3 

516.3 

526.3 

1439.4 

395.4 

24 

731.4 

•*11  ^ 

2106.5 

517.1 

43 

302.4 

320.7 

2322.5 

216.0 

72 

334.3 

354.8 

2419.2 

96.7 

legressioD  Outpat: 

Cobs tint 

-337433. 

4  MONTH  STASILin 

Std  Err  of  Y  Est 

477216.2 

23  C  UHDQ  RATH 

1  Squared 

0.939239 

No.  of  Observations 

6 

Degrees  of  freedoa 

4 

1  CoefficieDt(s)  5597.022 

Std  Err  of  Coef.  291.3694 

SE.  A  cell 

B  cell 

C  cell 

AVC. 

STD. 

0  0  0 

0  0 

0  0 

0 

0 

0.5  616141  536962 

433110  433666 

460776  457231 

515431 

62435.34 

1  715972 

636365 

756297 

719544.6 

28661.17 

2  1077943 

1233133 

1220954 

1179023. 

71323.56 

4  1519379 

1763933 

1922896 

1737069. 

166263.7 

3  2239453 

2633069 

2642653 

2S05057 

187351.2 

24  3155912 

3964365 

3993657 

3706311. 

339442.3 

41  3630073 

4235595 

4444332 

4103516. 

345506.3 

72  3656226 

4557644 

4640624 

4234831. 

143739.1 

Foriulatioo 

Rt.' 

Date: 

03/11/31 

n.'vcr  uulfadiaiine 

20 

Pile: 

C4MSTAn.Rtl 

Cblorhexidioe  glaconate 

10 

Plaronic  1-62 

20 

Natrix 

50 

109 


ai’TION  £ATE  KOMSBEET  TOE  SIIVEE  SVLFmWHE 


TITLE  :  20:10  Silver  s'j|fadiaiiDe:CblDrb»i(iii)e  Gljcooate  ADD'5  G.,1.  D10}E1-?!H)S2  4  Booth  Stability  -40  C 


STABDAID  ULIBIATION 

aiVE 

:  254 

m 

Data  of  Average  Values 

dil  adj 

■cs/il 

AUC 

AUC 

AVCAUC 

Br. 

■Cg/lt 

■cg/nl  leg; 

'ci2 

dif  u/ci2 

0 

0 

0 

0 

0.0 

0.0 

0.0 

0.0 

0.0 

I 

1027 

1007 

1017 

0.5 

2.9 

2.3 

8.1 

8.1 

10 

9630 

9816 

9723 

1 

4.2 

4.3 

12.1 

4.0 

25 

26359 

25639 

25999 

2 

5.7 

5.8 

16.5 

4.4 

50 

50899 

49226 

50063 

4 

7.6 

7.8 

22.0 

5.5 

8 

9.1 

9.3 

26.2 

4.2 

24 

12.8 

13.0 

36.3 

10.7 

48 

13.9 

14.3 

40.4 

3.5 

72 

17.1 

17.4 

49.2 

8.3 

Eetression  Output: 

Constant 

46.46175 

4  MONTH  STABlLin 

Std  Err  of  Y  Est 

539.7304 

-40  C 

E  Squared 

0.999506 

ACTUAL  Tap  J  - 

23  C 

No.  of  Observatioos 

5 

Degrees  of  1 

freedoi 

3 

1  Coefficieot(s)  1006. SIS 

Std  Err  of  1 

Coef.  12 

.91383 

HE. 

A  cell 

B  cell 

C  cell 

AVG. 

STD. 

0 

0 

0 

0 

0  0 

0  0 

0 

0.5 

2977 

2983 

2893 

2943  2956  2784  2322.666 

68.58733 

1 

4573 

4142 

4140 

4285 

203.6483 

2 

5709 

5846 

5892 

5815.666 

77.72744 

4 

7605 

7822 

7731 

7719.333 

81.97315 

8 

9373 

8941 

9187 

9167 

176.9293 

24 

9744 

15016 

14014 

12924.66 

2285.368 

48 

12152 

17022 

13051 

14577.33 

2119.166 

T2 

18504 

13232 

13834 

2813.312 

Fonulattoo 

It.E 

Date: 

03/11/31 

Silver  sulfadiaiine 

20 

File: 

S4liSTA40.ni 

Cblorbeiidioe  gluconate 

10 

Fluronie  L- 

62 

20 

Batrii 

50 

t 


110 


ELUTION  UTE  NOUSHEET  FOl  OILOSIIEXIDINE  GLUCONATE  'A' 

TITLE  :  20:10  Silver  SuiradiatineiCblorhexidine  Gltconate  AOO's  B.N.  010tgl-PPDS2  4  ilONTH  i  -40  C 


STANDAED  CALIBR.ATION  KEVE 

:  23gia 

Data  of  Average  Values 

dil  adj 

■ct/il  AUC 

AUC 

AVCACC 

Br. 

■Cg/ll 

■cg/ll 

■cg/ci2 

dif  i/ci2 

0  0 

0 

0 

0.0 

0.0 

0.0 

0.0 

0.0 

100  463940 

457909 

460929 

0.5 

159.1 

159.1 

450.2 

450.2 

500  2197616 

2200343 

2198980 

1 

206.4 

210.4 

595.5 

145.3 

800  3590139 

3733032 

3661586 

2 

272.7 

277.8 

786.3 

190.8 

1000  4771401 

4665302 

4718352 

4 

371.6 

378.4 

I071.D 

284.7 

2000  11250345  11273955  U262150 

8 

521.0 

530.3 

1500.7 

429.7 

24 

733.2 

746.2 

2111.7 

Cll.O 

48 

808.2 

826.5 

2339.1 

1 

•  4 

867.5 

887.7 

2512.1 

173.0 

tegressioo  Output: 

Coostaot 

Std  Err  of  T  Est 

E  Squared 

No.  of  Observations 

Degrees  of  Freedoi 

E  Coefficieot(s)  5597.022 
Std  Err  of  Coef.  291.8694 

-387483. 

477216.2 

0.989239 

6 

4 

4  NONTH  STABILin 
-40  C 

BE.  A  cell 

B  cell 

Ccell 

AYC.  STD. 

0  0  0 

0  0 

9  0 

3  0 

0.5  461681  469303 

457415  430123 

597657  600915 

502849  63756.71 

1  309629 

724963 

769402 

767398  34579.00 

2  1035501 

1247248 

1133224 

1138657.  86530.63 

4  1604559 

1798627 

1674188 

1692458  80274.28 

8  2409548 

2600599 

7575445 

2528530.  84757.83 

24  3768572 

3729410 

3649957 

3715373.  49346.79 

48  4105050 

4130792 

4172205 

4136015.  27663.61 

72  4335746 

4423862 

4643550 

4467719.  129430.6 

fonilatioo 

It.E 

Date:  03/11/91 

Silver  salfadiaxine 

20 

File:  C4VSTA40.ni 

Chlorhexhliae  gluconate 

10 

r::;;aic  1-62 

79 

tutrix 

50 

111 


mion  UTE  irousuEET  fa  silvei  sarmum  'a' 


TITLE  :  20:10  Silver  sulfadia2i]>e:Ch]orheiidiDe  Claconate  ADD's  B.N.  0101S1-7DDS2  S  Uootb  Stability  IS  C/  2 


STA.NDAED  CALIBIATION  aiVE 

:  2S4  H  Data  of  Averaje  Values 

dil  adj 


■c{/nl 

AOC 

ACC 

AYGAOC 

Br. 

■et/ni 

■ct/nl 

■c;/ca2  dif 

u/ca2 

0 

0 

0 

0 

0.0 

0.0 

0.0 

0.0 

0.0 

1 

894 

980 

237 

0.5 

7.5 

7.5 

21.3 

21.3 

10 

10153 

1027E 

10215 

1 

11.2 

11.3 

31.9 

lO.c 

25 

27109 

25930 

28520 

1 

15.2 

15.4 

43.8 

11.7 

50 

55408 

55359 

55384 

4 

19.8 

20.0 

58.7 

13.1 

8 

24.8 

24.9 

70.8 

13.9 

24 

33.5 

33.3 

95.9 

25.3 

48 

40.8 

41.1 

118.2 

20.3 

72 

47.3 

47.2 

135.7 

19.5 

tejressioa  Output: 


Coostaot  -41S.341 
Std  Err  of  T  list  STS.SOtO 
I  Squared  0.9994S! 
lie.  of  Observations  S 
Deirees  of  freedoi  9 


I  CoefficienKs)  IIOT.ST: 
Std  of  Coef.  U.98K0 


S  MONTH  STA8IL1TT 
45  C/909;  U 


Bl. 

A  cell 

B  cell 

C  cell 

AVG.  STD. 

0 

0  0 

0  0 

0 

0  0  0 

0.5 

10972  11053 

5834  5852 

8880 

6871  7910.333  2233.825 

1 

17233 

8590 

9950 

11924.33  ::94.832 

* 

22335 

12089 

14918 

16447.33  4320.437 

4 

28241 

17373 

18883 

21499  4807.005 

8 

33747 

21523 

25272 

26847.33  5113.237 

24 

43075 

29114 

37832 

38673.86  5758.108 

48 

50488 

45791 

37199 

44488  5495.080 

72 

58701 

58055 

41221 

51924.88  7894.739 

Fonulation 

lt.8 

Date:  05/09/91 

Silver  sulfadiaiine 

20 

file:  srJSTA45.ni 

Cblorbeiidiae  {lieonate 

10 

Tlurooic  L-82 

20 

Matrix 

50 

miOK  tATS  mSSEET  FOI  CHLOHHEXIDI.'IE  CLIOWATE  T 


TITLE  :  !0:10  Silier  SjIfadiaiincCblorheiidine  Gluconate  tilt 


STA.NDA1D  CAllBIATION  aiVE 

233  m 

■ce/iI 

ACC 

ACC 

AVC.ACC 

Hr. 

0 

0 

0 

0 

0.0 

100 

692161 

635665 

663913 

0.5 

soo 

3130033 

3112454 

3121269 

1 

300 

(397447 

4349777 

4373612 

4 

1000 

oiDosei 

£325491 

£260023 

4 

3 

24 

43 

72 

Zcgresiioo  Output: 


Constant 

Std  Err  of  T  Est 

E  Squared 

!to.  of  Obserrations 

Oesrees  of  Ereedoi 

1  Coefficient($)  6133.032 
Std  Err  of  Coef.  75.90345 

15903.43 

65650.93 

0.999543 

5 

3 

6  KXITE  STABILin 
45  C/90t  IH 

9E.  A  cell 

e  cell 

C  cell 

3  9  0 

0 

7  0  0 

0.5  477376 

509003 

496003 

1  602133 

721393 

697094 

2  333264 

1052769 

331954 

4  1274300 

1551572 

1423279 

3  1671553 

1766135 

1547176 

24  2307415 

3014579 

2611656 

13  3201352 

3523123 

3390159 

72  3420446 

3749163 

3417334 

Foraalation 

It.Z 

Silrer  sulfadtaiine 

20 

Chlorhexidine  Eluconate 

to 

Pluronic  L-62 

20 

Eatrii 

50 

•,  II..T.  01DU1-PPDS2  6  ilONTII  g  IS  C/m  U 


lliti  uf  ''**‘*“ 

dil  adj 


■t/«l 

■ce/iI 

■ce/ci2 

dif  u/d! 

0.0 

0.0 

0.0 

0.0 

77.3 

77.3 

213.9 

213.9 

106.4 

107.5 

304.3 

35.4 

146.9 

143.5 

420.3 

116.0 

226.3 

229.0 

£43.0 

227.7 

237.7 

291.1 

323.9 

175.9 

425.1 

129.5 

1215.4 

391.5 

542.7 

549.1 

1554.0 

333.7 

563.2 

576.3 

1631.0 

77.0 

,iyc.  STD. 


0  5 

134123  129T9.J5 
f::S41.5  S145S.3I) 
3T4329  32S55.67 
I4110S9.  in4!E.c 
I7349S6.  1143S1.2 
2;44SS0  :!5533.9 
J37i:i3  131907.3 
Ji«99?.  1SS997.7 

!Ut^:  95/2fl;3l 

file;  CWSTA45.ni 


111 


aCTIMt  RATE  TORRS8EET  TOR  SILVQ  Sl'LFADIAZISE  ’A' 

TITLE  :  20:10  Silver  3jlf»disjine:ChIorhexidiDe  Gljconate  ADD's  B..T.  OlOlRl-PDDS!  ■■ 


STAMRO  CALIBRATI(»(  aiVE 
:  254  01 


■Cg/ll 

AUC 

ADC 

AVGAUC 

0 

0 

0 

0 

1 

394 

930 

937 

10 

10153 

iu2:e 

10215 

25 

27109 

25930 

26520 

50 

55403 

55359 

55334 

Data  of  Average  Value* 
dil  adj 


Hr. 

■Cg/il 

■cg/ll 

■rl/'* 

0.0 

0.0 

0.0 

II 

0.5 

n  A 

a  *4 

7.3 

>11 

1 

9.3 

5  0 

•  •  W 

*1 

2 

13.6 

13.7 

It 

4 

17.3 

17.5 

to 

8 

22.1 

22.4 

Ql 

24 

33.0 

33.4 

Jt 

43 

41.2 

41.7 

Ilf 

•VI 
<  «> 

47.3 

47.9 

ir« 

Jif  ii/ai2 
0.0 
20.: 
:.j 

10.3 
lO.I 

13.3 
31.0 
23.5 
n.E 


Regression  Output: 


Constant  -439.341 
Std  Err  of  Y  Est  625.S0R9 
R  Squared  0.999452 
No.  of  Observations  5 
Degrees  of  Freedoi  3 


S  liONTB  STABILtn 
33  C/90R  IB 


I  Coefficient(s)  1107.5:2 
Std  Err  of  Coef.  14.9«3«0 


HR. 

A  cell 

B  cell 

C  cell 

AVC. 

STD. 

9 

0  0 

0 

9  0 

0  0 

0 

0.5 

7056 

3931 

6944 

7643.666 

911.4297 

1 

9724 

11493 

9973 

10396.66 

731.3611 

1 

13625 

16264 

13905 

14593 

1183.572 

4 

17967 

20775 

17543 

13761.66 

1434.126 

3 

23338 

25570 

23367 

24091.66 

1045.406 

24 

35340 

33014 

34620 

36153 

1403.721 

43 

44546 

43774 

42169 

45163 

2731.546 

72 

49101 

53515 

53035 

51900.33 

1987.196 

Fomlation 

n.% 

Date: 

05/09/91 

Silver  sulfadiazine 

20 

File: 

S61ISTA45.)nil 

Chlorbexidine  gluconate 

10 

Plurooic  L-' 

20 

Natrix 

50 

llA 


ELUTION  EATE  NOMSHEET  TOl  CHlOJHEXIDfNE  GLUCONATE  "A' 


TITLE  ;  20:10  Silver  Sulfadiaiioe:ChlorhexidiDe  Gluconate  ADD's  fi.N.  01D1S1-PPDS2  S  '101(11  $  3!IC/}0%  III 


STANDAID  CALIBIATION  OlVE 

--  233  m 

Data  of  Average  Values 

dil  adj 

■cj/tl  Al'C  AUC 

AVGAUC 

Hr. 

■Cg/ll 

■cg/ll 

■cg/ci2 

dif  u/ci2 

0  0  0 

0 

0.0 

0.0 

0.0 

0.0 

0.0 

100  692161  63S665 

663913 

0.5 

77.3 

77.3 

220.2 

220.2 

500  3130083  3112154 

3121269 

1 

119.9 

121.1 

342.7 

122.5 

300  4397447  4349777 

4373612 

2 

171.1 

172.9 

439.3 

146.6 

1000  6190564  6329491 

6260028 

4 

249.6 

252.2 

TM 

)A«3ii 

224.4 

8 

4W40  • 

356.5 

1003.3 

295.2 

24 

494.7 

500.0 

1414.9 

406.1 

43 

589.7 

597.1 

1639.3 

274.9 

72 

622.1 

530.9 

1785.5 

35.7 

SesressioD  Output: 

Constant 

15903.43 

6  IfONTH  STABILin 

Std  Err  of  7  Est 

65650.93 

33  c/  m  la 

S  Squared 

0.999543 

No.  of  Observations 

5 

Degrees  of  Freedoi 

3 

1  Coefficient(s)  6133.032 
Std  Err  of  Coef.  75.90345 

HI.  A  cell 

B  cell 

C  cell 

AVG. 

STD. 

0  0  0 

0 

0  0  0 

9 

0 

0.5  450672 

595553 

445016 

497032  69671.32 

1  7E1544 

341333 

743317 

757414.6 

55739.33 

2  1076139 

1114790 

1030436 

1073305  34473.61 

4  150939? 

1629562 

1533920 

1559293. 

51127.95 

3  2242327 

2267632 

2030666 

2196391. 

32333.25 

24  3044213 

3192014 

2937526 

3074536  36199.37 

43  3753571 

3677682 

3555076 

3662109. 

31779.24 

72  3322112 

4001763 

3763025 

3362301. 

101524.9 

Ponulation 

Ht.S 

Date: 

05/20/31 

Silver  sulfadiaiine 

20 

file: 

Cf!ISTA38.nil 

Chlorbexidine  gluconate 

10 

Pluronic  L-S2 

20 

latrix 

50 

115 


CllT[Oit  UTC  lOUSREET  FOt  SILYS  Sl'LfAO[AZI!(E  'A' 

TITLE  :  !l):!0  Silier  salfadiaiiae:ChIorhexidine  Cljconate  Alffl's  B.N.  OI31S1-PODS2  S  liootli  Siabilil}  §  2T 
STANDAU  CAIIBIATION  CUIVE 

=  2S4  n  Data  of  Average  Valaes 


dil  adj 


■Cg/ll 

ACC 

AOC 

AVGACC 

Br. 

tcg/il 

■Cg/ll 

■cg/ci2 

dtf  i/ci2 

0 

9 

0 

0 

0.0 

0.0 

0.9 

0.3 

0.0 

1 

394 

980 

937 

0.5 

4.0 

4.0 

11.3 

11.3 

10 

101S3 

10275 

10215 

1 

5.3 

5.4 

15.2 

4.9 

:s 

27109 

2S930 

26520 

k 

7.3 

7.4 

20.9 

5.7 

aO 

a540E 

353S9 

55384 

4 

10.0 

10.1 

28.6 

■»  T 

1  •  1 

Q 

g 

12.6 

12.8 

36.1 

7.5 

24 

14.7 

14.8 

42.0 

5.9 

48 

20.1 

20.3 

57.6 

15.t 

• « 

22.3 

22.6 

63.8 

6.3 

Eegressioa  Oatpai: 

Coostaot  -439.141  4  lOKTH  STAfilLITT 

Std  Err  of  T  ls\  62S.S0S9  lOOH  TSIPESATCIE 

E  Squred  3.9994S! 

3o.  of  ObaervatioDS  a 

Degrees  of  freedoi  3 

!  Caeffieieatls)  1107.5T! 

Std  Err  of  Coef.  U.36S40 


BE. 

A  cell 

B  cell 

C  cell 

AVG.  STD. 

9 

0  0 

0 

0  9 

9  9  0 

O.a 

4363 

3911 

3625 

3966.313  303.8171 

1 

5555 

3516 

5277 

5449.333  122.8938 

y.ii 

3042 

7346 

7668.666  286.3905 

4 

10256 

10196 

11478 

10643.33  530.7065 

8 

13605 

13908 

13064 

13525.66  343.9982 

24 

16729 

14897 

15762 

15796  748.2971 

48 

21975 

21373 

22204 

21850.66  350.4609 

72 

24769 

23532 

24337 

24212.66  512.5988 

Pamlatioo 

»t.E 

Date:  95/09/91 

Silver  salfadiaaiite 

20 

File:  S61iSTA45.inil 

dUrbeiidiae  giacooate 

10 

narttic  L*62 

20 

litri: 

50 

ElUTIOH  UTE  KOUSHEET  FOE  CHLOESEXIDl.fE  GIL'COKATE  'A' 


TITLE  :  20:10  Silver  Salfadiuine:Chlorhexidioe  Ghconite  AOD's  B.N.  0101E1-PPDS2  S  EONTH  9  ET 


STA.NDAEO  CAIIBSATION  CIIEVE 

233  01 

Oaia  of  Average  Values 

dil  adj 

■Ct/ll 

AUC 

AUC 

AYGAUC 

Hr. 

■c{/b1 

■Cg/ll 

■ct/ai2 

dif  a/ci2 

0 

0 

0 

0 

0.0 

0.0 

0.9 

0.0 

0.0 

100 

092161 

635665 

663913 

0.5 

105.2 

105.2 

297.3 

297.3 

500 

3130083 

3112454 

3121269 

1 

140.7 

142.3 

402.6 

104.3 

300 

4897«: 

4849T77 

4373612 

% 

k 

202.7 

204.3 

579.6 

177.0 

1000 

6190564 

6329491 

6260023 

4 

297.5 

300.5 

350.4 

270.3 

3 

416.6 

431.1 

1220.0 

369.6 

24 

552.3 

553.7 

1531.1 

361.1 

43 

731.3 

739.6 

2093.0 

511.9 

72 

763.1 

775.0 

2204.6 

111.6 

Eegressioo  Output: 

Constant 

Std  Err  of  T  Est 

E  Squared 

Ho.  of  Observations 

Octrees  of  freedoi 

I  Coefficient(s)  6133.032 
Std  Err  of  Coef.  75.90345 

15903.43 

65650.93 

0.999543 

5 

3 

6  ifONTH  STABlLin 
lOOII  TEEPEEAim 

BE.  A  cell 

B  cell 

C  cell 

AVG.  STD. 

0  0  0 

0 

0  0  0 

0  0 

0.5  703546 

593063 

693139 

666601  52167.31 

1  930053 

313214 

909176 

335316.3  43556.36 

2  1269039 

1225363 

1312533 

1269165  35407.43 

4  1396005 

1733092 

1336331 

1355142.  51100.36 

3  2777645 

2469644 

2714035 

2653774.  132764.5 

24  3495444 

3155994 

3640325 

3430754.  293143.2 

43  4619320 

4415922 

4576798 

4537513.  37753.67 

71  4310904 

4537627 

4345923 

4764813  162323.9 

Pomlation 

Bt.E 

Date:  05/22/91 

Silver  sulfadiuine 

20 

Pile:  CSaSTAET.ffil 

Chlorkexidine  {Uconate 

10 

Plaroiic  L*E2 

20 

litrii 

50 

EllTIOd  UTE  »OUSHEET  TOR  SILVEl  Sl'LFA0[A2[!(E  'A' 

TITLE  :  !0:10  Silver  sulfaiiiaziDe:ChIorliiexidiBe  Gljconate  ADD's  B.D.  0101II1-PDDS2  S  'Jonth  Stability  2!  C/ 1 


STANDAID 

CAllBRATIOB 

1  aivB 

254  n 

Data  of  Average  Values 

dil  adj 

ic;/il 

Al'C 

Al'C 

AVGAl'C 

Hr. 

■Cg/il 

■Cg/ll 

■cg/ci2  dif 

u/ci2 

0 

0 

0 

0 

0.0 

0.0 

0.0 

0.0 

0.0 

1 

394 

930 

937 

0.5 

3.3 

3.3 

10.4 

10.4 

10 

10153 

10276 

10215 

1 

5.1 

5.2 

14.6 

4.2 

25 

27109 

25930 

26520 

2 

3.4 

3.5 

21.1 

6.5 

50 

55403 

55359 

55334 

4 

9.5 

9.7 

27.3 

6.2 

3 

12.3 

12.4 

35.1 

3.8 

24 

14.0 

14.2 

40.1 

5.0 

43 

13.3 

19.1 

54.0 

13.9 

72 

13.5 

it\  0 

56.0 

2.0 

Regression 

Constant 

Std  Err  of  T  Est 

Outpat: 

-439.341 

625.6039 

6  WMTH  STABILin 
23  C  ITIDER  RATER 

I  Squared  0.999452 
Ko.  oT  Observations  5 
Degrees  of  Freedoi  9 


X  Caefficient(s)  U0T.5T2 
Std  Err  of  Coef.  U.9S360 


HR. 

A  Cl 

0 

0 

0.5 

3436 

1 

4350 

2 

3152 

4 

9549 

3 

13469 

24 

15673 

43 

19521 

32 

22036 

Fonalatioa 
Silver  salfadiazine 
Cblorheiidioe  glacoaate 
flaroaic  L'S2 
btrii 


8  cell 

C  cell 

0 

0  0 

4220 

3223 

5436 

5407 

3035 

3033 

10684 

10146 

13300 

12161 

18223 

11304 

21045 

20343 

13746 

22748 

It.: 

20 

10 

20 

50 


AVC.  STO. 

0  0  0 
3e44.e6E  420.2359 
5231  269.5530 
3740  415.:'95 

10125.33  453.5304 

13143.33  307.5355 

15063.33  2353.333 
20471  676.5973 

21136.66  1743.146 

Date:  05/15/91 
File:  S61ISTAIT.W1 
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aCTlON  UTJ  IfOEXSSEET  fOJ  CHlOMniDWE  CIUCONATE  'A' 

TITLE  :  :0:10  Silver  SjlTa(lia2ine:Chlorhexi(iioe  GlKooate  AH's  S.E.  D1D1E1-PPDS2  c  MTU  ^  TSC/KATES 
STANDAID  CALIBIATION  aiVE 

:  232  HI  Bata  of  Average  Values 

dil  adj 


ICg/li 

ADC 

ACC 

AVGAOC 

Hr. 

•Cf/ll 

■cg/il 

■cg/ci2 

dif  u/ca2 

0 

0 

0 

0 

0.0 

0.0 

0.0 

0.0 

0.0 

ISO 

G92UI 

635885 

863913 

0.5 

80.7 

80.7 

228.5 

228.5 

uOO 

3130083 

3112454 

3121269 

1 

124.8 

126.0 

356.8 

128.1 

aoo 

489T44? 

4849T:T 

4873612 

4 

4 

188.2 

190.1 

537.3 

'81.3 

1000 

8190564 

6329491 

6260028 

4 

286.5 

289.3 

818.7 

280.8 

8 

423.3 

427.6 

1210.2 

331.5 

24 

606.2 

612.5 

1733.5 

523.3 

48 

885.8 

894.9 

1986.6 

233.1 

<4 

689.9 

700.2 

1981.5 

14.3 

legressioo  Output: 

Coostaot  lS90t.43  $  itOllTR  STABILITY 

Std  Er;  of  Y  Est  5SG50.33  23  C  USDEl  lATEl 

E  Squared  0.999S4S 

No.  of  Observations  9 

Degrees  of  Ereedoi  1 

I  Coefficient(s)  S183.032 
Sid  Err  of  Coef.  7S.9084S 


HE.  A  cell 

B  cell 

Ccell 

AVC.  STD. 

0  0  0 

0 

0  0 

9  0  D 

0.5  444615 

533168 

567477 

515086.6  51762.07 

1  722698 

804295 

835640 

787544.3  47605.40 

2  U32859 

1277463 

1128383 

1179568.  69248.09 

4  1685728 

1324886 

1750713 

1787108.  100971.4 

8  2423399 

2966011 

2510888 

2633432.  237885.2 

24  3587015 

4159009 

3546150 

3764058  279770.3 

48  3984894 

454876! 

4255231 

4258295.  238363.8 

72  4188673 

4548004 

4127929 

4281535.  189154.5 

romlation 

»t.? 

Date:  05/22/91 

Silver  sulfadiazine 

20 

file:  CSHSTAHT.fEl 

Chlorheiidine  gluconate 

10 

Pluronic  L'62 

20 

litrii 

50 

I 

I 


aLT[0!(  RATE  TORKSHEET  fOR  SILVER  SULEADIAZIXE  ’A' 

TITLE  :  20:10  Silver  ijlTadia2ioe:Cblorbevidi])e  Cl'jeooate  AOD's  BJ.  D1D1R1-PIS)S2  S  lloolb  Stability  -40  C 


STANDARD 

ULIBIATION 

CURVE 

254  n 

Data  of  Average  Valaes 

dil  adj 

■Cg/ll 

AUC 

ACC 

AVGAOC 

Hr. 

■Cg/ll 

■Cg/ll 

icg/n!  dif 

u/ci2 

0 

0 

0 

0 

0.0 

0.0 

0.0 

0.0 

0.0 

1 

S94 

980 

337 

0.5 

3.8 

3.8 

10.7 

10.7 

10 

10153 

10278 

10215 

1 

4.2 

4.3 

12.2 

1.5 

25 

27109 

25930 

26520 

2 

5.3 

8.0 

18.3 

4.3 

50 

55408 

55359 

55384 

4 

8.7 

8.8 

13.3 

2.4 

i 

7.6 

n  ^ 

*  1 « 

21.7 

2.5 

24 

10.7 

10.8 

30.5 

3.3 

48 

13.7 

13.3 

33.1 

3.8 

72 

13.7 

13.9 

33.3 

0.2 

Regression  O'jtpjt: 

Constant 

-439.341 

6  itONTH  STABlLin 

Std  Err  of  1 

f  Est 

625.6089 

-40  C 

R  Squared 

0.999452 

No.  of  Observations 

5 

Degrees  of  Freedoi 

3 

1  Coefficient{s)  1107.572 

Std  Err  of  Coef.  14.38380 

HR. 

A  cell 

6  cell 

C  cell 

AVG. 

STD. 

0 

0  0 

0 

0  0  0 

0 

0 

0.5 

4459 

2535 

4195 

3729.666 

851.6044 

1 

4533 

4087 

4149 

4258.333 

197.2635 

ti 

5893 

6074 

6376 

8114.333 

199.2357 

4 

7748 

7343 

5929 

7006.888 

773.7565 

3 

9089 

6692 

3122 

7961 

977.0612 

24 

14519 

3713 

3897 

11378.33 

2223.470 

48 

15948 

16874 

11246 

14639.33 

2463,977 

72 

11812 

13031 

13307 

14716.66 

3111.147 

Fori’jlation 

It  .3; 

Oate: 

05/09/91 

Silver  sjlfadiaiine 

20 

rile: 

S61iSTA45.in[l 

Cblorhexidine  gluconate 

10 

Flnronic  L-62 

20 

Ratrix 

50 

I 
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KLOTIOfl  RATE  KOIKSHEET  fOt  CHLORHEXIDINE  GLliCONATE  'A' 

TITLE  :  20:10  Silver  S'jlfa(liaiiDe:CblorbeiidiDe  Gluconate  AOD's  B.H.  0101R1-PPDS2  ( IIONTH  §  -40C 
STAMDARO  CALIBRATIOH  OlVE 

-  23S  u  Data  of  Average  Values 

dil  adj 


ICg/ll 

ALT 

ALT 

AVGAOC 

Br. 

■Cg/ll 

■cg/nl 

■cg/dl  dif  i/ci2 

0 

0 

0 

0 

0.0 

0.0 

0.0 

0.0 

0.0 

100 

692161 

635665 

663913 

0.5 

75.7 

75.7 

214.2 

214.2 

500 

3130083 

3112454 

3121269 

1 

109.9 

111.0 

314.2 

100.1 

800 

4897447 

4849777 

4873612 

2 

172.6 

174.2 

493.0 

178.8 

1000 

6190564 

6329491 

6260028 

4 

258.7 

261.3 

739.4 

246.4 

8 

355.5 

359.4 

1017.0 

277.6 

24 

499.3 

504.7 

1428.2 

411.1 

48 

616.7 

624.2 

1756.3 

338.2 

72 

666.6 

675.9 

1912.7 

146.3 

Regression  Output: 


Constant  15908.43 
Std  Err  of  Y  Est  65650.93 
R  Squared  0.999548 
No.  of  Observations  5 
Degrees  of  Freedoi  3 


6  NOBTH  STABILITY 
-40  C 


Y  Caerficient(s)  6183.032 
Std  Err  of  Coef.  75.90845 


BR. 

A  cell 

B  cell 

Ccell 

AVC.  STD. 

0 

0 

0  0 

0  0 

0  0  0 

0.5 

430592 

541253 

473733 

483884.6  45275.33 

1 

635802 

836985 

613601 

695462.6  100481.0 

2 

1016469 

1213339 

1018920 

1082909.  92233.12 

4 

1501246 

1827199 

1517610 

1615351.  149947.5 

8 

2244228 

2427895 

1969804 

2213975.  188234.3 

24 

3548582 

3047262 

2713832 

3103225.  343075.1 

48 

3955589 

4328524 

3202116 

3828743  468519.7 

72 

4134969 

4581666 

3696127 

4137587.  361524.5 

Fornlation  Vt.* 
Silver  julfadiazinc  20 
Chlorhexidine  gluconate  10 
Pluronic  L-62  20 
Natrix  50 


Date:  05/20/91 
Pile:  CrJSTA40.ni 


